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ABSTRACT

These 13 treatment and care protocols are the cornerstone of the strategic actions that WHO has taken on as part of its
contribution to universal access to HIV/AIDS prevention, treatment, care and support services as agreed on by the mem-
ber states of the United Nations. They replace HIVV/AIDS Treatment and Care: WHO protocols for CIS countries (2004)
and have been specifically developed for the entire WHO European Region. Together, the 13 protocols represent a com-
prehensive and evidence-based tool that offers clear and specific advice on diagnosing and managing a wide range of
HIV/AIDS health related issues for adults, adolescents and children, including antiretroviral treatment, the management
of opportunistic infections, tuberculosis, hepatitis, injecting drug use, sexual and reproductive health, the prevention of
mother-to-child HIV transmission, immunizations, palliative care and post-exposure prophylaxis. As treatment and care
for people living with HIV is a continuously evolving field, these protocols may be updated in the future; therefore the
regional office encourages users to check for revisions at www.euro.who.int/aids.
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Foreword

HIV/AIDS is a serious public health issue in the WHO European Region, where more than 2.5
million people are estimated to be living with HIV. The epidemic continues to spread, and in
2006 the Region recorded its second highest number of newly reported cases. Fortunately, with
the introduction of highly active antiretroviral treatment (HAART) more than 10 years ago, the
prognosis for most infected people in the Region is no longer death but chronic disease man-
agement.

As a result, when treatment and other health care issues are addressed judiciously, people with
HIV can expect to live to old age. Universal access to HIV treatment and care, where available,
has not only provided people living with HIV an almost normal life expectancy and comparable
quality of life; it has also significantly reduced the risk of further transmission.

High-quality HIV treatment and care must therefore address the issue of long-term care, as well
as the complex interaction of various conditions and diseases that can simultaneously affect a
person with HIV. The tremendous challenge that European health providers face is integration
— integrating HIV treatment and care with mental health and substance use services, with treat-
ment and care of major coinfections such as hepatitis and tuberculosis, with prevention and
treatment of sexually transmitted infections, with other reproductive health services and with
palliative care. These treatment and care protocols can help by providing an evidence-based
package of interventions for chronic case management that is effective and patient-centred.

The United Nations has charged WHO with leading the health sector response to the HIV/AIDS
epidemic, particularly in promoting effective treatment and care. A major part of this role has
been helping countries where treatment was just a dream a few years ago to scale up access to
antiretroviral therapy. HAART is now available in every state of the European Region; the task
at hand is to ensure that the best medicines in the correct dosages reach everyone in need.

These 13 protocols form the cornerstone of strategic efforts by the WHO Regional Office for
Europe to achieve universal access to HIV/AIDS prevention, treatment, care and support ser-
vices. They replace HIV/AIDS treatment and care: WHO protocols for CIS countries (2004)
and have been specifically developed for the entire European Region, based on current knowl-
edge and the skills, technical capacity and health infrastructure found in the Region.

Dr Nata Menabde
Deputy Regional Director
WHO Regional Office for Europe
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Introduction

HIV is a chronic infection with no known cure, and people living with HIV have to be followed
medically for the rest of their lives. WHO promotes a comprehensive approach to the manage-
ment of people living with HIV that addresses the individual’s full range of health-related
needs, many of which may change during his or her lifetime. The underlying principle may be
described as “treating the individual and not the disease”.

The core component of this approach is the provision of antiretroviral treatment (ART). The
optimal form of ART, known as highly active ART (HAART), combines three or more drugs,
and it increases the length and quality of life for infected individuals while reducing the onward
transmission of the virus. Evidence over the past decade from western Europe and other indus-
trialized countries shows that what was once an almost universally fatal disease has become a
manageable chronic condition, and that the medicines available today can ensure people living
with HIV a life expectancy comparable to that of uninfected people.

These treatment and care protocols for the WHO European Region are part of a global effort
to achieve universal access to HIV prevention, treatment, care and support services by 2010,
an effort led by the United Nations. The protocols provide normative guidance and technical
tools that should strengthen health care providers’ ability to scale up HIV treatment and care
services.

These protocols have been specifically developed for clinicians and health care workers in-
volved in diagnosing, treating, caring for and offering other health-related support and ser-
vices to people living with HIV on a daily basis. They encourage collaboration and cooperation
among health programmes.

Together, the 13 protocols provide a comprehensive evidence-based tool offering clear, spe-
cific advice on diagnosing and managing a wide range of HIV/AIDS health-related issues for
adults, adolescents and children. Major topics include ART, the management of opportunistic
infections, tuberculosis coinfection, hepatitis coinfection, injecting drug use, sexual and repro-
ductive health, prevention of mother-to-child transmission, immunizations, palliative care and
post-exposure prophylaxis.

At times, the protocols diverge from the normative documents that WHO headquarters has
developed for resource-limited settings around the world. In particular, we have taken into
account specific epidemiological features of the HIV epidemic in the European Region that
merit special attention — such as the significant role of injecting drug use, which has created
a need for clinical guidance in managing hepatitis and other complex comorbidities, and the
substantial population requiring the provision of not only ART but also specific mental health
and substance use interventions. The fact that hundreds of thousands people with HIV in this
Region are living long, active, productive lives has also created a need for detailed guidance on
how to ensure not only basic survival but also good quality of life. For example, one of the ar-
eas specifically addressed here is the sexual and reproductive health of people living with HIV,
including reproduction and the ability to enjoy safe, fulfilling sexual lives.

The organization of health systems in the European Region, their capacities and their techno-
logical, institutional and human resources all differ from those of health systems in other WHO
regions. These differences have dictated that we not only set minimum requirements for quality



HIV treatment and care in these protocols, but that we also guide providers in the rational use
of the complex technology that is widely available in the European Region Member States.

We strongly believe that establishing standards that are optimal — and not merely minimal — is
critical to an effective public health approach to HIV treatment and care. We have accordingly
sought to incorporate the perspectives of people living with HIV and risk group members in
developing these protocols, thereby enabling clinical providers to make rational choices that
simultaneously ensure desirable population outcomes, such as reduced HIV-related morbidity
and mortality, and tangible individual benefits.

Considering the well-being of both the entire treatment population and the infected individual
is a fundamental ethical obligation for medical professionals. Principles of medical ethics for-
mulated since 1945 underline the responsibility of every physician to advocate, advance and
protect the individual interest of each patient. As a citizen, the medical service provider should
consider the greater societal good, but as a medical professional, he or she is obliged to serve
the best interests of the individual. Cost-containment efforts, cost—effectiveness concerns and
resource limitations are sometimes directly opposed to the dictates of medical professional eth-
ics. In these protocols, we have attempted to reconcile these two often-divergent sets of priori-
ties.

As there is great diversity among the Member States in the European Region, we encourage
individual ministries of health to adapt these protocols to meet their specific needs, or to use
them as foundations for the development of their own national protocols. Finally, it should be
remembered that HIV/AIDS treatment and care is a rapidly evolving field. We encourage users
to check for protocol revisions at www.euro.who.int/aids, and to contribute to the further im-
provement of these protocols by providing us with feedback on their technical usefulness.

Irina Eramova, Srdan Matic and Monique Munz
WHO Regional Office for Europe
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PATIENT EVALUATION AND ANTIRETROVIRAL TREATMENT FOR ADULTS AND ADOLESCENTS

l. Introduction

HIV/AIDS is chronic lifelong disease with no known cure, and therefore, people living with HIV
(PLHIV) have to be followed medically for the rest of their lives (1-3). The core component of
treatment and care of PLHIV is provision of antiretroviral treatment (ART). Optimal ART increases
the length and quality of life of HIV-infected patients, and reduces the onward transmission of the
virus. WHO promotes a public health approach to ART (4), which promotes the rational selection
and sequencing of different drug classes into first and second-line regimens with salvage options;
simplified and standardised clinical management; and standardised record keeping in order to pre-
serve therapeutic options, minimize drug toxicity and side-effects, maximize adherence and to sup-
port the goals of ART.

The goals of ART are:

» clinical: prolongation of life and improvement of its quality;

* immunological: quantitative and qualitative immunological reconstitution, in order to prevent
the onset of opportunistic infections;

 virological: maximum possible reduction of the viral load for the longest possible time, in order
to halt the progression of disease and prevent and delay the development of drug resistance;

» epidemiological: reduction, ideally the prevention of onward HIV transmission (5).

WHO has produced a series of guidelines to support ART delivery in national programmes and by
treatment implementers, which are available on the WHO website http://www.who.int/hiv/univer-
salaccess2010/en/index.html. Particular reference is made in this protocol to the guidelines and
recommendations for clinical and immunological staging and to ART guidelines for ART in adoles-
cents and adults.

Medical history, examination findings, exact history of ART, laboratory results, results of other
medical procedures and social circumstances need to be documented for the entire treatment period,
which may be years or even decades long. Such records are crucial for the individual patient as
well as for retrospective analysis (for example, in endoscopic procedures, CT scanning, advanced
microbiologic testing or viral load (VL) testing). For such purposes, an electronic record-keeping
system is advisable, especially at the clinical level. Confidentiality of medical information should
be ensured.

Optimal HIV-related treatment and care should be delivered by clinical teams. The core clinical
team providing basic medical case-management of a patient should ideally consist of a physician
(often an infectious disease specialist), a nurse and a social worker or a non-medical service pro-
vider. Each of the team members has distinctive roles in providing treatment and care, and their
services should be complementary. A network of other specialists and self-help groups should be
available in supporting PLHIV (6).
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Il. Management of patients with HIV

Proper management of patients living with HIV is a comprehensive lifelong process focused on the

patient’s needs. It should include:

 initial HIV testing and confirmation of the result;

« appropriate counselling during the process of identifying HIV infection;

» clinical evaluation;

» patient counselling;

* monitoring patient health;

* initiating ART and its maintenance;

» prevention and treatment of opportunistic infections (Ols), other coinfections and comorbidi-
ties;

» psychological support;

» adherence support; and

» referrals to provide continuity of care.

Clinical evaluation of patients should include testing and counselling for health maintenance issues
related to HIV as well as to other conditions that may interact with the management of HIV infec-
tion, especially potential interactions with ART.

1. Initial patient evaluation

The initial evaluation of a patient aims at determining the full status of his/her HIV infection, to
develop a basis for further clinical management and for referral to non-medical services as appropriate.

Initial patient evaluation should include:

» confirmation of HIV infection status with potential time of infection established, if possible;
» adetailed personal, family and medical history;

» physical examination;

» laboratory and other examinations;

* specialist examinations, as appropriate; and

 clinical and immunological staging.

1.1. Personal, family and medical history
Patients newly diagnosed with HIV infection or patients who are transferred in, having had their

long-term care and ART being initiated elsewhere, should provide a complete history before physi-
cal examination (7). See Table 1.
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TABLE 1. | MEDICAL HISTORY INFORMATION REQUIRED AT INITIAL PATIENT EVALUATION

General information:
e patient’s name

» date of birth

e sex

» date of assessment

Testing information:

e date of first positive HIV test

» reason for being tested

» last HIV-negative test, if known

HIV exposure risk and transmission category (if known):

e injecting drug use

sexual (heterosexual, homosexual, types of sexual contact: oral, vaginal, anal)
blood or blood product transfusion, organ and tissue transplantation
mother-to-child transmission

occupational exposure (describe)

unknown

HIV status of sexual partner(s), if known

risk factor of sexual partner(s), if known

Time and place (country) of infection most probable or known?

History of HIV treatment and care: (see Annex 1)

« time and place of previous treatment or HIV-related services, including treatment interruptions

drug regimens

side-effects

adherence

laboratory data (CD4 count, VL, electrolytes, liver function, renal function, full blood count, in chronological
order for patients with longer infections (several years’ duration) (8))

» documented results of previous resistance tests (if performed)

HIV-related illnesses and conditions and HIV clinical staging:
tuberculosis

respiratory infections

viral, other bacterial and fungal infections

hepatitis C and B

neoplasms

other

Other illnesses and conditions:
hospitalizations

surgery

mental health conditions (e.g. depression)
kidney or liver diseases
endocrinological disorders

sexually transmitted infections (STIs)
vaccinations

allergies

body changes

current medications

Family medical history (diabetes, hypertension, skin disorders, malignancies, etc.)

Cardiovascular disease and disease risks (obesity, smoking, hypertension, etc.)

Exposure to tuberculosis (TB) (personal and household TB contacts)®

Current medications (including opioid substitution therapy (OST))

Substance use:
e illicit drug use (past and present)
» alcohol consumption

Reproductive and sexual health:

»  contraceptive methods in female patients
*  pregnancies (past, current, planned)

» sexual practices (oral, anal, vaginal)

Social history

» living situation (partners/spouses/family members, children, etc.)

e employment and occupation

e support networks (social and medical insurance, community groups, who knows of patient’s HIV status, etc.)

a Useful for epidemiology, subtype of virus and possibly a drug resistance profile.
® For further evaluation on TB please refer to Protocol 4, Management of tuberculosis and HIV coinfection.
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1.2. Physical examination

The physical examination should document presenting symptoms and signs and reproducible re-
sults so that other physicians can determine changes in status. A standardized history and examina-
tion questionnaire is preferable; see Table 2.

TABLE 2. |INITIAL PHYSICAL EXAMINATION

General appearance:

* height and weight

*  body morphology (lipodystrophy)

e Karnowsky index or other standardized scale for general fitness

Vital signs:

»  blood pressure
*  temperature

e pulse

respiratory rate

Lymph nodes

Skin (entire body):
e in particular, assess for
o active or former herpes zoster
o liver disease
o Kaposi sarcoma
o seborrhoeic dermatitis
o injection sites in injecting drug users (IDUs)
The documentation of skin disorders such as discoloured brown or dark patches is best made with photos; other pos-
sibilities include drawing the area of a patch on transparent foil, to be able to compare in future in examinations.

Oro-pharynx:
» oral health and dental status
e signs for:
o oral candidiasis
o oral hairy leukoplakia
o primary syphilis

Thorax and lungs:

» signs (breathing, cough, dyspnoea)
»  form of thorax

»  control for risk of emphysema

Mamma examination (in female and male patients) to control for risk of carcinoma

Cardiac examination for baseline information when there may be higher risk for cardiovascular complications with
ART (9, 10) or risk for endocarditis in IDUs

Abdominal examination (for baseline information for ART side-effects, especially in cases of chronic hepatitis,
alcohol toxicity and cirrhosis):

e consistency, size and shape of liver and spleen

bowel movement

tenderness

rigidity

nausea, vomiting, disphagia

Genital and anal region examination:
e signs for:
o herpes simplex
cytomegalovirus (CMV)
syphilis
Human papilloma virus (HPV), (condylomata acuminatae, anal carcinoma) (11), other STls
erectile dysfunction

o o o o

Legs (movement, mobility, lipodystrophy) to provide baseline information for ART side-effects

Neurological status (also signs of neuropathy)

Mental status

Eye and ear functions
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1.3. Laboratory and other examinations

TABLE 3. |LABORATORY TESTING

HIV-related testing:

» HIV serological testing (typically an enzyme-linked immunosorbent assay (ELISA) or rapid blood test), fol-
lowed by confirmatory test (typically western blot) (12)

e CD4 cell count to determine the severity of immunodeficiency; in pregnant women CD4 % (13, 14)

» viral load testing by polymerase chain reaction (PCR), to determine level of viral replication?

Other infectious disease testing:

Routine testing:

« venereal disease research laboratory (VDRL) test for syphilis

» serological tests for hepatitis C and B viruses (HCV and HBV) —i.e. HCV antibodies and hepatitis B surface
antigen (HBsAg)®

» toxoplasma immunoglobulin G (IgG) serological test and information about risk of infection if negative

If indicated:

» vaginal, penile or anal (as appropriate) swab for gonorrhoea and Chlamydia trachomatis

«  Cryptococcus antigen titre when CD4 cell count is <200/mm? with clinical signs of cryptococcosis

e CMV antigenaemia (pp65 early antigen), when CD4 cell count is <100/mm3¢

General laboratory testing:

» electrolytes (sodium, potassium)

liver function (alanine aminotransferase (ALT), aspartate aminotransferase (AST), alkaline phosphatase)
bilirubin

renal function (blood urea nitrogen (BUN), creatinine)

lactate dehydrogenase (LDH) (general turnover of cells in lymphomas, signs of pulmonary infections, myocar-
dial infarction, muscle damage, etc.)

» quick (international normalized ratio (INR) test or prothrombine time)

«  full blood count with differential and platelets

e pregnancy test before initiating ART

If available:

» fasting glucose

» cholesterol (high-density lipoprotein (HDL), very-low-density lipoprotein (VLDL))
» triglycerides

e lipase

e C-reactive protein (CRP)

thyroid-stimulating hormone (TSH)

2 Performance of tests by the same laboratory is preferable to rule out technical discrepancies.

®For further information on testing of hepatitis, please refer to Protocols 6 and 7, Management of hepatitis C and HIV coinfec-
tion and Management of hepatitis B and HIV coinfection.

¢ Very early detection of CMV infection is possible, and is a good marker for treatment response in CMV infection.

TABLE 4. | OTHER EXAMINATIONS

e tuberculin skin test for those with no TB symptoms or no known TB exposure?

e sputum-smear microscopy and chest X-ray if signs and symptoms of active TB are present?®

e ECG - optional (might be useful as a baseline for comparison due to greater risk for cardiovascular disease with
ART) (15)

a For further information please refer to Protocol 4, Management of tuberculosis and HIV coinfection.

Other examinations may be necessary, depending on individual comorbidities, for example, in
HCV/HIV or HBV/HIV coinfection, abdominal ultrasound to assess lymph nodes, size and shape
of liver and spleen; or in presence of clinical signs of gastrointestinal (Gl) tract disease, endoscopy
of the upper and lower Gl tract. Endoscopic findings should be documented with photos.
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TABLE 5. |SPECIALIST CONSULTATIONS IF REQUIRED

neurological examination (for peripheral polyneuropathy)

ophthalmological examination (useful to repeat every three months for CMV retinitis when CD4 count is
<100/mm3)

gynaecological examination including a Pap smear every six months (for human papillomavirus-mediated (HPV-
mediated) carcinoma)?

other specialist consultations as needed

2 There is no hard evidence to recommend routine rectal PAP smears at the time of writing this protocol. For more information
please refer to Protocol 9, Support for sexual and reproductive health of people living with HIV.

2. Counselling on issues related to living with HIV

Patient counselling is an essential component of patient management strategy and patient-health
care provider relationships. It should start with the assessment and discussion of the patient’s social
conditions, which may be predictors of cooperation during treatment. These include:

partnership status and quality

employment status, type of work and conditions

people who are informed and should be informed of the HIV status

people with whom health care workers can discuss the patient’s health-related matters
familial relationships

availability of safe refrigerated storage for medications

lifestyle factors that might interfere with treatment (16-18).

Health care providers who counsel PLHIV should ensure that certain information is discussed and
understood by the patient.

Risk reduction (safe sex, injecting practices, etc.) must be explained, including the danger that
unprotected sex with HIV-positive partners could lead to super-infection with another HIV strain
and possible resistance to antiretrovirals (ARVS) (19).

Importance of disclosure to sexual partner(s), friends and family members for a few reasons:

- obtaining psychological and treatment support

> prevention of HIV transmission

o testing of sexual partner(s).

Availability of treatment, its benefits, preparedness to it, long-term consequences and impor-
tance of adherence should be discussed with every patient.

Patients need to be informed about signs of possible Ols, and encouraged to have further evalu-
ation. For further information, see Protocol 2, Management of opportunistic infections and gen-
eral symptoms of HIV/AIDS.

The importance of stopping illicit drug use needs to be discussed with users. If a patient is un-
able or unwilling to stop, the merits of harm-reduction measures should be discussed, including
the merits of reducing drug use; not injecting; not sharing needles, syringes or other injecting
paraphernalia; and drug dependence therapy (such as OST). For more information, please refer
to Protocol 5, HIV/AIDS treatment and care for injecting drug users.

Prevention of other infections should be discussed. Please refer to section 3 below.

Based on the assessment of social conditions, healthy daily habits — sleep, nutrition, exercise
— should be encouraged.

Patients about to initiate ART should be counselled on:

- adherence (see section 11.4.3 below)

- possible antiretroviral (ARV) toxicity (see section I1.5.5 below)
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» drug interactions (see section 11.5.6 below)

- reliable contraception when the ARV regimen will contain efavirenz (EFV) (for further in-
formation refer to Protocol 9, Support for sexual and reproductive health in people living
with HIV)

- patient understanding of treatment process and related to it issues should be ensured by the
health care provider.

Patients should also be informed about legal responsibilities (if applicable) and their rights and

be referred to other appropriate services.

Patients should be informed of issues related to immunization (including travel) and occupa-

tional risks.

3. Prevention of opportunistic and other infections

Prevention of active tuberculosis is among the first priorities. For more information on manage-
ment of TB/HIV coinfected patients and prevention of active TB please see Protocol 4, Manage-
ment of tuberculosis and HIV coinfection.

As HBV/HIV and HCV/HIV coinfections are common and present further medical difficulties,
their prevention must be emphasized. It is equally important to advise on reducing the risk of
liver-related harm and preventing mother-to-child transmission (MTCT).?

PLHIV should be immunized against hepatitis B and A and influenza. For further information,
please refer to Protocol 12, Immunization of people living with HIV and people at risk for HIV.
Every patient with a CD4 cell count less than 200 cells/mm? should be given prophylaxis against
certain opportunistic infections, in particular Pneumocystis jirovecii pneumonia (PCP) and other
infections. Co-trimoxazole should be given until the CD4 cell count is >200/ mm? for more than
three months after initiating ART. For more information please refer to Protocol 2, Management
of opportunistic infections and general symptoms of HIV/AIDS.

In case of negative toxoplasma serology, the transmission route and ways to prevent infection
should be explained (including risks associated with pets). For futher information see Protocol
2, Management of opportunistic infections and general symptoms of HIV/AIDS.

4. Antiretroviral treatment

4.1. Initiation of ART

The best point at which to start ART is under discussion (20). A review of several cohort studies
and guidelines shows a widespread view that clinical staging (stage 3 or 4) and CD4 counts are the
best primary markers and viral load the secondary marker for this decision (21-31). Prior to starting
ART, support to ensure adherence should be initiated; see section 11.4.3 below.

2 For further information see Protocol 6, Management of hepatitis C and HIV coinfection, Protocol 7, Management of hepatitis
B and HIV coinfection, Protocol 8, Prevention of hepatitis A, B, C and other hepatotoxic factors in people living with HIV, and
Protocol 10, Prevention of HIV transmission from HIV-infected mothers to their infants.

11
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4.1.1. Clinical and immunological considerations
WHO recommends initiation of ART using clinical and immunological criteria as per Table 6.

TABLE 6. | RECOMMENDATIONS FOR INITIATING ART IN PLHIV
WHO clinical stage? CD4 cell count Recommendation
<200/mm?® Treat
1 L
<200/mmé3 Treat
3 200-350/mm? Treat
4 Regardless of CD4 count Treat

2 See Annex 2 for a description of the clinical stages.
®When the CD4 count is around 350 cells/mm?, begin discussions with the patient on the advancing need for initiating ART
and on preparations for starting.

The decision to initiate ART should be based on two different CD4 counts, ideally at least 7 days
apart because of variability in the CD4 count itself and to rule out laboratory mistakes and other
variances (for example, concurrent illnesses). In case of a concurrent acute illness, CD4 cell count
should be repeated only after the illness is cured. Therapy should not however be delayed if a pa-
tient is unwell or if the second count cannot readily be performed. If the CD4 count is not available,
the decision to initiate ART can still be made on clinical grounds alone — with clinical stage 3 or 4
illness.

Baseline CD4 count at the onset of ART (ideally determined when the patient is free from any active
major opportunistic infection) is a critical value in determining prognosis, response to ART and for
monitoring the subsequent immunological response to ART.

4.1.2. Considerations for viral load

Viral load is associated with loss of CD4 cells. Though on its own it is not a marker for initiating
ART, in case of viral load >100 000 copies/ml (this can go as high as 1 million copies), the probabil-
ity of rapid CD4 cell count decline is very high. Therefore, it is recommended to consider initiation
of ART at CD4 cell count of 350/mm? if the viral load is higher than 100 000 copies/ml.

While viral load testing is more expensive and may be less accessible, it is important to have a
baseline viral load if at all possible, as this value is relevant for monitoring ART. The absence of
viral load data should not be a criterion for delaying the start of treatment, or used as a reason for
treatment exclusion.

4.1.3. Considerations for drug resistance test

Prevalence of HIV drug resistance varies in different countries and is linked to several factors,
including the duration of ART availability, history of treatment (mono- and dual therapy) and ad-
herence. In western Europe, multicentric studies showed a 10% overall prevalence of resistance in
newly diagnosed HIV-infected individuals between 1996 and 2002 (32). A study of 40 cities in the
United States revealed a resistance rate of 14% (33). The highest results from these studies were
26% in Spain (34) and 19% in San Francisco (35). In countries with a short or no history of ART,
risk of HIV drug resistant virus transmission is significantly lower, and the first-line highly ac-
tive antiretroviral treatment (HAART) regimen recommended below (section 11.4.2) is effective for
treatment of naive patients. It is important to have population-based HIV drug resistance strategies
in place to monitor for the appearance and spread of HIV drug resistance; and to act on the early
warning indicators for drug resistance emergence in order to minimize its appearance and onward
spread.
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WHO does not recommend individual drug resistance testing prior to initiation of ART in settings
where only one first-line regimen is provided in the public sector because any results will not in-
fluence ART. Instead, sentinel surveys that demonstrate resistance at population level above the
threshold of 5% (36, 37) should be taken into consideration in adapting national recommendations
for first-line ART. Refer to Annex 3 for additional information on resistance testing. Where re-
sources permit, and the public sector provides more than one first-line regimen, then drug resistance
testing at baseline may help determine the choice of optimal ART; cost and availability will likely
limit the widespread use of this in many settings (38—40).

4.2, First-line HAART regimen

It is recommended that two nucleoside/nucleotide reverse transcriptase inhibitors (NRTIs) and one
non-nucleoside reverse transcriptase inhibitor (NNRTI) be combined in the first-line HAART regi-
men.

TABLE 7. | RECOMMENDED FIRST-LINE HAART

ARV drug classes HAART regimens

ZDV + 3TC + (EFV? or NVP)
or

2 NRTIs + 1 NNRTI TDF + FTC + (EFV? or NVP)
or

ABC + 3TC + (EFV?or NVP)

3EFV is highlighted as the preferred NNRTI.

(For recommended dosages, please refer to Annex 4.)

4.2.1. Considerations for NRTI component

» The “backbone” of first-line ART is a combination of two NRTIs. One should be lamivudine
(3TC) or emtricitabine (FTC); FTC is considered an equivalent drug to 3TC in both efficacy and
toxicity (41). The second is most often the thymidine analogue zidovudine (ZDV also known
as AZT). A large body of data and provider experience is available for ZDV, as it was the first
known ARV drug.

» Stavudine (d4T) is another thymidine analogue. It is available in several fixed-dose combina-
tions (FDCs), is cheaper than ZDV and consequently widely used in many countries. However,
it has a poor toxicity profile and recent studies have shown a higher rate of long term side-ef-
fects with d4T (42-49). Many national and international recommendations are moving away
from recommending it for initial therapy. It is increasingly being reserved as an alternative for
ZDV (a within class substitution) when ZDV has to be substituted or changed for side effects or
toxicity. The lower dose 30 mg is now recommended for all weights to reduce long-term toxic-
ity.

»  Other possible non-thymidine analogues for first-line are tenofovir (TDF) or abacavir (ABC) in
combination with 3TC or FTC. Recently, one study has shown a slight superiority of TDF/FTC
over ZDV/3TC when used in combination with EFV (42), probably due to a lower rate of side-
effects in the TDF arm. Further studies are needed. It should be noted that ABC has a risk of
dangerous hypersensitivity syndrome; and, TDF can cause renal damage, so pre-screening for
renal function is usually recommended.

» The advantage of TDF and ABC is their resistance profile, which potentially allows more NRTI
combinations to support second-line protease inhibitors (PIs). The disadvantages are cost, avail-

13
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ability and licensing, and the relative lack of programmatic experience and effectiveness data,
which is less comprehensive than the data for the thymidine analogues (43).

* NRTIs are available (or are likely soon to be prequalified and available) in the following FDCs,
or one-pill formulations from originator and generic manufacturers:

o ZDV +3TC

° TDF +FTC, TDF + 3TC
° ABC +3TC

°  d4T +3TC

* An additional advantage of TDF/FTC and ABC/3TC is the availability of a once-daily regi-
men.

Other NRTIs and combinations are not recommended for first-line ART (44). Certain rules pertain
to the use of NRTIs.

* Do not combine “d-drugs” (ddl (didanosine), d4T).

* Do not give single d-drugs with pre-existing polyneuropathy.

* Do not combine ZDV and d4T.

* Do not combine 3TC and FTC.

4.2.2, Considerations for NNRTI component

» There are two NNRTIs, EFV and nevirapine (NVP), which are available and recommended for
first-line ART. The effectiveness of NVP is comparable to that of EFV (50). Both have impor-
tant toxicities and side-effects which limit how they can widely be used.

* The best available data are for the regimen of ZDV + 3TC + EFV (51-53). This three-pill com-
bination is given in two doses per day. It is fast acting, the viral load falls rapidly in the first two
weeks with EFV, the increase of CD4 count is comparable to other regimens and problems are
limited.

» EFV should be avoided in patients with a history of severe psychiatric illness, in women of
childbearing age who do not use effective contraceptives, and during the first trimester of preg-
nancy. NVP is an alternative option for these cases.

* NVP can cause severe hepatic toxicity which seems to be related to the level of immunosup-
pression (54) so its use is limited to female patients with CD4 count <250 cells/mm? and males
with CD4 count <400 cells/fmm?. CD4 counts higher than these are associated with more risk of
hepatic toxicity.

* NVP needs to be dose-escalated. There is a recommended 14-day lead-in period with 200 mg
NVP once daily (OD) when starting this regimen, for better tolerance. After 14 days, the dosage
should be increased to the standard regular 200 mg twice daily (BID).

» EFVisusually preferred when the patient is being co-treated for TB with rifampicin (see Proto-
col 4, Management of tuberculosis and HIV coinfection for further information).

e The combination of two NNRTIs with one NRTI is not recommended (55).

4.2.3. Alternative first line HAART regimens

» Triple NRTI-based first-line regimens such as ZDV+3TC+ABC and ZDV+3TC+TDF can be
recommended in specific circumstances where NNRTI is contraindicated or too complex to
manage and have the advantage that they still preserve the PI class for second-line ART. These
regimens can be used in the following circumstances:

o intolerance or resistance to NNRTIs;

o psychiatric disorders;

o pre-existing liver disease — an increase of the ALT level by more than 3-5 fold—and estab-
lished cirrhosis;

o coinfection with HBV or HCV,

o HIV-2 infection due to intrinsic resistance to NNRT] class; and

o cotreatment of TB in women of child-bearing age and where adequate contraception cannot
be guaranteed, and when NVP and boosted Pls cannot be used.
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ZDV+3TC+ABC has short-term inferior virological efficacy at least in patients with high ini-

tial viral loads but comparative immunological efficacy to ZDV+3TC+EFV regimen (51, 56).

ZDV+3TC+TDF is a promising regimen but there are limited data to date (see the following

Protocols: 4, Management of tuberculosis and HIV coinfection; 6, Management of hepatitis C

and HIV coinfection; and 7, Management of hepatitis B and HIV coinfection).

Other triple NRTI-based regimens, such as ZDV+TDF+ABC or TDF+3TC+ddl have unaccept-

ably high virological failure rates and high incidence of the K65R mutation (57, 58) and should

not be used.

Boosted Pls are usually reserved for second-line ART. They can exceptionally be used as part

of first-line ART in combination with two NRTIs when triple NRTI regimen is not available

or deemed inappropriate or when there are contraindications for NNRTIs (i.e. neither EFV nor

NVP can be prescribed) including:

o psychiatric disorders;

o an increase of the ALT level by more than 3-5 fold;

o cirrhosis;

o pregnancy with CD4 count of 250-350 cells/mm?, particularly in the 1 trimester of preg-
nancy (as EFV is contraindicated);

o HIV-2 infection due to intrinsic resistance to NNRTI class; and

If a first-line ART regimen containing a Pl fails, there are very limited options for subsequent

regimens at least within a public health approach and within the public sector in many countries.

A failing PI regimen has, in consequence, more resistance patterns than a failing NNRTI regi-

men (point mutation in NNRTI class). In general therefore, it is recommended that Pls be left to

second-line ART.

4.3. Adherence to ART

Optimal treatment benefits require strict adherence to ART. It is well recognized that when adher-
ence is high, there is a dramatic reduction in HIVV-associated morbidity and mortality (59), whereas
low adherence leads to rapid development of drug resistance (60). Effective adherence levels have
not been fully defined for ART (there being differences between a number of regimens), but levels
lower than 95% have been associated with poor virological and immunological response, while
levels of 100% seem to achieve even greater benefit than 95% (61, 62). The most recent data show
a correlation between drug resistance in various classes of ARVs and adherence (63).

Low or insufficient adherence has consequences for patients, public health and national econo-
mies.

Patients are in danger of developing significant viral resistance, treatment failure and disease
progression (64, 65). Changing to a new regimen after treatment failure results, in most cases,
in more difficult adherence (more pills, side-effects, dietary restrictions, toxicity and dosing
complexity).

The increase in resistant viruses is likely to result in their transmission to newly infected indi-
viduals. Data from the United States (66) and Europe (67) suggest that such primary resistance
is increasing, and that acquired resistance has a negative effect on ART response.
Economically, the presence of resistant strains will result in increased use of second-line and
salvage regimens, which are in general more expensive than first-line regimens.

Low adherence also means a higher risk of disease progression, resulting in higher costs for
treating opportunistic infections (68).
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4.3.1. Barriers to high adherence and counteracting strategies

Health care workers should identify possible factors which might lead to poor adherence to treat-
ment and address it accordingly.

4.3.1.1. Patient factors and supportive methods

The role of patients themselves is fundamental. One cannot predict patients’ adherence potential.
Studies investigating the role of gender, race, age, mode of transmission and educational level as in-
dicators of adherence have produced inconsistent results (69). Individual adherence rates also vary
over time (70). Most PLHIV under treatment will exhibit low adherence at some time.

Barriers to adherence include:

» drug and alcohol use (may impair routine use of medication)

» poor diet due to poverty or due to other reasons

* religious beliefs (71)

» fear of disclosing HIV status through routine medications

» psychiatric conditions (72)

» fear of side-effects and doubts about the necessity of medication (73).

Methods to support adherence include:

» education on the need for ART

» addressing patient misconceptions promptly

» regular evaluation of patient commitment to ART

* peer intervention (groups, friends, patient supporters)

* regular assessment of mental health problems

» assessing behavioral skills needed for adherence®

» contacting specialized social care services and other institutions.

4.3.1.2. Provider factors

Health care providers should clearly understand adherence and its role in resistance development
when providing adherence support. Professionals working in the area of HIVV/AIDS require con-
tinuous education in adherence issues. There are several strategies that health care workers should
employ to increase adherence:

» Every HIV treatment centre should have a written and regularly reviewed adherence strategy.

» Health professionals need to be engaged in adherence support programmes (74).

» Exploring patient preferences for involvement may act as a catalyst to adherence.

» Adherence services should be offered to all patients, taking into account the varying degrees of
adherence that all patients show over the course of treatment.

» Adherence support should be continued for second-line and salvage regimens. Treatment failure
is a key point for reinforcing adherence and support interventions (75).

» As high adherence is a process and not a single event (76), support must be offered when start-
ing ART, changing ART and as a routine follow-up.

» Providers must ensure that patients have sufficient understanding of HIV, the relationship be-
tween adherence and resistance, the requirements of their regimen and potential side-effects.
Verbal information should be supported by written information.

» Pill diaries, pill charts, medication containers, electronic reminders, and enlistment of family
and friends as reminders can all be recommended by health care providers (77).

» Adherence to ART is improved where patients view their relationship with their doctor and
other health care providers positively (78).

% These can be augmented by contacting people who can help (nurses, pharmacy, family), and by using timetables, pill boxes
with clocks, pill-taking routines, strategies for travel and managing disclosure or discovery by others.
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» Early follow-up should occur two days after initiating or changing a regimen, to evaluate wheth-
er the patient needs more information or has unregistered problems.

» The partnership between clinics and community-based organizations can improve the uptake of
information, especially among hard-to-reach populations and some ethnic groups.

4.3.1.3. Regimen factors and strategies

» Dosing more than two times a day is associated with lower adherence levels (79), while there
is probably no adherence difference between one or two daily doses (80). In regimens with
single or double daily dosing, more of the doses are taken at a time. Taking the dose later than
prescribed has been associated with treatment failure in multivariate analysis (81).

* Alow pill burden is associated with the likelihood of having a viral load below 50 copies/ml
after 48 weeks (80).

» Adherence levels are not correlated with any ARV class. However, conflicting dietary rules for
different drugs can be a problem (82).

» Harmful drug interactions and side-effects can influence adherence. Doses can be missed due to
vomiting or diarrhoea, and fatigue can cause patients to sleep past doses (83).

Methods to support adherence include:

» evaluating lifestyle factors like eating, sleeping and working patterns and adjusting the regimen
accordingly;

» assessing individual preferences for regimen characteristics such as pill size, formulation, bur-
den, dietary restrictions, etc.;

» showing patients the pills prior to regimen selection;

» education about side-effects, prompt palliation of them and information about support;

» dispensing medication in small amounts at frequent intervals, which can facilitate:
o opportunities to address adherence problems before they lead to resistance;
o limiting treatment disruptions and misuse;

 utilization of once-daily options and FDCs, which can lower the pill burden and be beneficial
early in treatment; and

» directly observed treatment (DOT), particularly in hospitals.

4.4, ART success and failure

All patients should be regularly monitored by skilled clinicians. Ideally all should have access to
both immunological and virological tests. Successful ART can be defined by clinical, immunologi-
cal or virological criteria (see Table 8).

TABLE 8. | CRITERIA FOR TREATMENT SUCCESS
Virological Immunological Clinical

Marker Viral Load CD4 cell count Clinical stage

Time? 24 weeks 48 weeks 24-48 weeks By 12 weeks of treatment initiation
should be asymptomatic or have few
symptoms

Suggested <400 copies/ml | <50 copies/ml | Increase from baseline by |Stage 1 or 2°

ranges? at least 50-100 cells/mm?

aTime and suggested ranges should not be seen as absolute and strict numbers.
b Please see section 11.5.3 below for more information on immune reconstitution inflammatory syndrome (IRIS).

Failure of first-line ART can be defined and identified in three different ways: clinically, immuno-
logically and virologically. The three may reflect different aspects of failure. Further, it is proving
difficult in the absence of good clinical end-point data on the subsequent durability of second-line
responses, to know which is the best indicator of when to switch and what value or level should
be used. There are differing views about whether a patient with a “failing” regimen, regardless of
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criterion used, should switch to second-line ART, and when to do so. There is no clear consensus
globally on the definition of treatment failure. Currently, different biological end-points are used to
represent virological, immunological and clinical failure in different settings.

4.4.1. Virological response

» VL s the earliest indicator of treatment success or failure, followed by CD4 cell count approxi-
mately a month later. In rare cases, a paradoxical reaction of virological response and immuno-
logical failure occurs; consequently, VL should be seen in combination with CD4 cell count.

» Failure to decrease viral load to <400 copies/ml by week 24 of treatment or <50 copies/ml by
week 48 means incomplete virological response.

* When the viral load has already decreased to an undetectable level, but two measurements are
>400-1000 copies/ml in 4 to 8 weeks, it means there is a risk of virological failure (84).3

» “Blips” are slight elevations of viral load, from under the testing threshold to around 50-200
copies/ml. They may happen without the development of resistant virus strains (laboratory er-
rors), but should be an indicator for a discussion of adherence (86). In this situation, therapeutic
drug monitoring (TDM) may also be helpful, if available. Any blip should be controlled within
four weeks.

» If noreason is found for virological failure (poor adherence, suboptimal drug levels, drug—drug
interactions, etc.), a second-line regimen should be discussed.

4.4.2. Immunological response

» CD4 cell count response on its own can be used as an indicator of treatment failure or success.

* Onaverage, a CD4 cell increase of about 150 cells/mm3 occurs in the first year in treatment-na-
ive patients (87, 88). Failure to increase CD4 cell count more than 50 cells/mm? during the first
year of ART is considered immunological failure.

» If the CD4 cell count does not increase for six months, adherence to treatment should be reas-
sessed and ensured.

4.4.3. Clinical response

» Patients will usually reverse their clinical stage and become asymptomatic (stage 1) or have
minimal or minor HIV-related signs and symptoms (stage 2).

» Some stage 3 or 4 Ols can recur and the prognostic significance of oral and oesophageal candida
in particular is not always clear-cut.

» Usually however, presentation of a new or recurrent stage 3 or 4 event (Ol or other HIV-related
illness) after initiation of ART is an indicator of clinical failure.

4.4.4, Dissociated virological and immunological responses

Despite the persistence of low but detectable viremia (VL suppressed to less than the natural set
point), CD4 cell count may remain stable or even increase in some patients taking HAART (89-91).
In a large intercohort analysis even in those people who had experienced 3-class virological failure
and continue to take HAART, viremia less than 10 000 copies/ml or suppression of at least 1.5
log copies/ml less than the pretherapy value, was not associated with a decline in CD4 cell count
(92, 93).

4 WHO headquarters notes that the optimal viral load value at which ART should be switched has not been defined. However,
values of more than 10 000 copies/ml have been associated with subsequent clinical progression and appreciable CD4 cell
count decline. In resource-limited settings, WHO, at the global level, has provisionally opted for 10 000 copies/ml, as an in-
terim recommendation for switching to second-line HAART, if the VL indicator is used as a criterion (85).
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4.5. Second-line HAART regimen

»  When failure of the first-line regimen has been identified, it is recommended that all drugs are
changed and then the patient switches to second-line treatment.

» Second-line ART is the next regimen used in sequence immediately after first-line ART has
failed. The PI class is reserved for second-line use. Ideally, ritonavir-boosted Pls are recom-
mended, supported by two agents from the NRTI class. See Table 9 for second-line ARV regi-
mens.

TABLE 9. | RECOMMENDED SECOND-LINE HAART FOR ADULTS AND ADOLESCENTS

First-line HAART regimens Second-line HAART regimens after treatment failure

LPV/r2 (or ATVIr, SQV/r, FPVIr, IDVIr) + ddl + ABC
or
ZDV + 3TC + (EFV or NVP) LPV/ra (or ATV/r, SQVIr, FPV/r, IDV/r) + TDF + ABC
or
LPV/r2 (or ATV/r, SQV/r, FPV/r, IDVIr) + TDF + (ZDV + 3TC)®

LPV/r2 (or ATV/r, SQVIr, FPVIr, IDV/r) + ddI + ABC
TDF + FTC + (EFV or NVP) or
LPV/r2 (or ATVIr, SQV/r, FPVIr, IDVIr) + ddI + ZDV

LPV/r2 (or ATV/r, SQVIr, FPVIr, IDVIr) + ddl + ZDV
ABC + 3TC + (EFV or NVP) or
LPV/r? (or ATV/r, SQVIr, FPVIr, IDV/r) + ZDV + TDF (+ 3TC)"®

aLPV/ris listed as the preferred RTV-boosted P1 in this table, but other boosted Pls can be substituted, based on individual pro-
gramme priorities. ATV/r, SQV/r, FPV/r and IDV/r are all possibilities. In the absence of a cold chain, NFV can be employed
as the Pl component, but it is considered less potent than an RTV-boosted PI.

®ZDV + 3TC are listed here for strategic use since resistance to both is predicted following failure of the listed first-line regi-
men. ZDV may prevent or delay the emergence of the K65R mutation; 3TC will maintain the M184V mutation, which may
decrease viral replicative capacity as well as induce some degree of viral resensitization to ZDV. It must be stressed that the
clinical efficacy of this strategy has not been proven.

(For recommended dosages of ARVSs, please refer to Annex 4.)

4.5.1. Considerations for NRTI component

* Minimum changes for a second-line regimen are two new NRTI drugs. Never change only one
drug in cases of suspected resistance.

o If the first-line ART included ZDV + 3TC, then ABC in combination with ddl (or TDF with
dose-adjusted ddI and close monitoring) may be an option (94).

» Patients who began with TDF or ABC may now benefit from ZDV (95), due to the higher like-
lihood of resistance. For instance, the K65R mutation promoted by TDF and ABC increases
susceptibility to ZDV (96, 97).

» 3TC is also useful in cases of 3TC resistance, as the regularly acquired 184V mutation reduces
viral fitness and also increases susceptibility to ZDV (96).

4.5.2. Considerations for Pl component

» With a first-line regimen containing a NNRT]I, second-line ART should include a PI.

* In the PI class, the majority of drugs are boosted with a low dose of RTV, itself a PI, 100 mg
BID - except nelfinavir (NFV), which is boosted not chemically but with food. The means of
boosting is ritonavir’s inhibition of the cytochrome P450 (CYP) 3A4 isoenzyme. Subsequently,
the drug levels of the main Pls (except NFV) are increased (98). RTV is used only for boosting
other Pls and is not effective as a stand-alone ARV.

» The differences among the PIs lie in the number of mutations needed to develop resistance and
in the profile of their side-effects.

* One of the highest genetic barriers for resistance is documented for LPV/r (99).

» The resistance profiles of ritonavir-boosted atazanavir (ATV/r), fosamprenavir (FPV/r), indina-
vir (IDV/r) and SQV/r show slight differences that have little or no clinical impact.
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* NFV seems to be inferior to the other Pls, but it is well documented in pregnant women. In case
of failure, the D30N mutation is usually selected; it does not encode for cross-resistance for
other PIs (100, 101).

* LPVI/ris the Pl of choice due to its well-documented potency (102), availability as a FDC and
relatively low pill burden and good tolerance. A new tablet formulation of LPV/r has been ap-
proved in Europe requiring two pills BID and no refrigeration (103).

* Recent studies (104, 105) showed similar efficacy of SQV/r and FPV/r to LPV/r, but in ARV
naive patients. The pro-drug formulation of amprenavir (APV) in the form of FPV, the once-
daily PI ATV and the new formulation of SQV (500 mg tablets) have not been directly tested
against LPV/r. Therefore, only indirect data are available. Further studies with head to head
comparisons among boosted Pls in ARV experienced individuals are needed.

» Possible side effects, comorbidities, drug interactions and individual preferences should influ-
ence the choice of PI.

» If first-line ART regimens containing Pls fail, the choice of a second-line regimen is mainly
based on resistance profiles. If resistance profiles are not available, then resistance to the Pls
contained in the first-line regimen must be assumed to be the cause of the regimen’s failure (see
section 11.4.4 above for success and failure criteria).

» Possible options in the event a first-line regimen with a PI fails:

o ZDV +3TC +Pl/r - ABC + ddl + NNRTI
o or one of the salvage options (see section 11.4.6 below).

4.6. Salvage regimens

In case of confirmed second-line ARV treatment failure (using virological, immunological or clini-
cal criteria), a salvage regimen should be considered. Salvage regimens are combinations of drugs
that will probably work even against viruses that are partly drug resistant. Every regimen after sec-
ond-line treatment is complicated and requires a high level of ART knowledge and skill on the part
of the healthcare provider. Performing a resistance test in these circumstances is highly desirable. It
is at times better to wait several months before initiating salvage treatment, although this strategy
can be dangerous, particularly if the CD4 cell count is low.

» |If possible two effective drugs should be added, for example the fusion inhibitor enfuviztide
(ENF) (106), which is administered twice daily with subcutaneous application, and the new
boosted PIs TPV/r (107, 108) or boosted darunavir (DRV/r) (108-112).

» The genetic barrier of TPV/r seems to be even higher than that of LPV/r, and data show its effi-
cacy to be comparable or better than the latter’s (113). This Pl is presently used only for salvage
regimens.

» Another option is a combination of two Pls (114-117), except boosted tipranavir (TPV/r), which
is not to be combined with any other Pls.

(For recommended dosages, please refer to Annex 4.)

4.7. Structured treatment interruption

Most ART providers are opposed to planned interruptions, but there are conditions that may justify
them. For example, constant CD4 count >500 cells/mm?® with completely suppressed virus for years
may offer such an opportunity. Although it is not necessary to interrupt, it is better to do so than
to face poor adherence followed by the development of resistant strains. During structured treat-
ment interruption, the CD4 cell count normally falls rapidly to pre-ART levels; thus, it is impera-
tive to monitor monthly counts during the first three months, then once every three months. Some
patients continue to maintain satisfactory CD4 cell count (usually >350 cells/mm?) with a low VL
(1000-5000 copies/ml) for months and years. The scientific investigation of this issue is continuing
(118-122), and involves discussions particularly among the self-help groups and ART providers.
However, a recent multicentric trial conducted in the United States demonstrated that this strategy
can be associated with an increased risk of HIV disease progression, occurrence of non-AlDS re-
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lated complications (kidney, liver and cardiovascular disease) and death (123), which motivated the
interruption of the specific arm study using the structured treatment interruption strategy. Because
of these results and the lack of definitive evidence of the benefits of structured treatment interrup-
tions strategies in other studies, WHO does not recommend this approach outside clinical trials.

5. Clinical monitoring of patients with HIV

Once a person has been diagnosed with HIV infection, a continuum of care and monitoring should
be ensured.

5.1. Monitoring of laboratory indicators before ART

* CD4 cell count

o Repeat every six months, unless there are unexpected results (rapid fall of CD4 cells count
or diagnosis of opportunistic infection).

o If starting ART is under discussion (CD4 count is 350 cells/mm? or less), repeat CD4 count
every three months. Statistically, every patient has a median average loss of 50 CD4 cells/
mm3 per year, but they can also drop very quickly, especially with concomitant infection.

» Viral load

o Although viral load testing is expensive, the costs of unmonitored ART are much higher
(useless drugs, hospital admission in case of failure), as well as bringing a much higher risk
for further transmission of HIV due to higher infectivity from an elevated viral load.

o If possible, viral load should be monitored in the same interval as CD4 cell count. The result
gives a hint about the intensity of viral replication; low viral load (1000-5000 copies/ml)
indicates slow progression, high viral load (>100 000 copies/ml) indicates a high risk for
rapid progression.

» The general laboratory testing panel (see Table 3 above) should be repeated every six months
if there are no changes with regard to initiation of ART or other circumstances (comorbidities,
pregnancy, etc.).

5.2. Monitoring of laboratory indicators in ART patients

Successful ART is first reflected by the decrease of viral load; immunological response is a result of
viral load, and thus occurs later. ART monitoring is best done with viral load and CD4 count both.
* Viral load
o VL should be measured after 4-8 weeks for assessment of whether the regimen is success-
ful. Viral load usually falls below the assay’s limits of detection within 16-24 weeks.
o Subsequent monitoring of viral load should be done in intervals of three to four months.
o Once viral load is below the testing threshold which is <50 copies/ml (or 60 or 70 copies/ml,
depending on the available test), it should remain there.
» CD4 cell count should be repeated every six months, except in case of clinical failure.
» The general laboratory testing panel (see Table 3 above) should be repeated every six months if
there are no changes in ART or other circumstances.
» Depending on specific ARVs used, the frequency for laboratory testing might differ. See Table 10.
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TABLE 10. | FREQUENCY OF LABORATORY TESTING, GENERALLY AND WITH SPECIFIC ARV USE

Baseline | Week 2 Week 4 Week 8 Week 16 | Week 24 | Week 36 | Week 48
Viral load X X X X X
CD4 count X X X xX) X
Complete
blood count X X X X (ZDV) X (X) X
Liver

. X (NVP, X (NVP,

Function X X (NVP) X X ' X ) X
Test (LFT) ZDV, P|S) P|S)
Cholesterol
triglycerides | < (P1s) X (Pls) X (Pls)
Renal X (TDF,
function test X X (TDF) IDV) X X) X

X: laboratory tests to be performed irrespective of the ARVs being administered; X (ARV): laboratory tests to be performed
if an ARV in parentheses is being administered; (X): optional test.

5.3. Immune reconstitution inflammatory syndrome

IRIS happens after initiating ART, more often with CD4 counts <100 cells/mm?3. If a dormant op-
portunistic infection is not diagnosed because of missing clinical symptoms, there may be an in-
flammatory reaction after initiating ART, due to an improved and activated immune system, leading
to diagnosis of the Ol (124, 125). This may occur in up to a third of persons with TB who initi-
ate ART (85) (for further information on IRIS in TB/HIV coinfected patients, refer to Protocol 4,
Management of tuberculosis and HIV coinfection). The Ol often presents differently than usual, for
example, in abscesses with Mycobacterium avium-intracellulare (MAI) or curious chest X-rays
with PCP. The incidence of IRIS is probably about 10%. MAI and CMV are the most common Ols,
but worsening of a treated PCP may also occur (126). In principle, ART should be continued along
with treatment of the OI. Low-dose prednisone or prednisolone (20-60 mg/day) may help. ART
should be discontinued if irregularly taken due to side-effects of Ol treatment or if there is pain with
oesophagitis (CMV, herpes, candidiasis).

5.4. Monitoring adherence

Every patient’s adherence to ART should be measured and recorded during routine clinical visits.
While there are tools for monitoring adherence (see Annex 5), the preferred method is a standard-
ized questionnaire for 14 days or one month.

Viral load rebound should always prompt physicians to discuss adherence behavior with their pa-
tients. The use of open questions that acknowledge customary low adherence is more likely to elicit
full responses.

Optimizing adherence in the first four to six months of treatment is crucial to ensuring long-term
immunovirological success (127). Several interventions are possible, but priority should be given to
interventions aimed at improving adherence in the early months of ART (127-131).

Staff should provide individualized support to adherence, based on the needs of each patient at
any time during treatment. At every patient visit, health care providers have to ensure that every
patient:

» has emotional and practical living support

« fits the drug regimen into a daily routine

» understands that non-adherence leads to resistance

* recognizes that all doses must be taken

» feels comfortable taking drugs in front of others

» keeps clinical appointments
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» understands ARV interactions and side-effects
» knows alarm signals and when to see a doctor about them (132, 133).

Once a patient is already on ART, additional issues may arise which also need to be addressed in a
timely fashion:

 treating depression to enhance adherence and improve long-term outcomes (134); and

* management of drug interactions and dosages.

5.5. Management of ARV toxicity and side-effects

Side-effects are common with ARVs, especially Pls. See Table 11.

* LPV/rand NFV can cause severe diarrhoea.

* LPV/ris associated with hyperlipidaemia (especially high triglycerides).

* Problems with lipid metabolism can occur with nearly all Pls.

» Long-term studies of side-effects and increased risk for cardiovascular complications are needed.

Toxicity might be a reason for substitution of prescribed ARV to another ARV drug within the same
regimen. Switching to another treatment regimen due to toxicity is not recommended.

TABLE 11. | DOCUMENTED TOXICITY OF ARVS AND SUGGESTIONS FOR MANAGEMENT

ARV | Toxicity Management
Hepatic necrosis (life-threatening)
NVP ¢ Fever, rash (50%), nausea, vomiting, |+ Monitor LFT at weeks 2, 4, 8 and 16,
eosinophilia, elevation of ALT/AST and then every three months.
e Usually in first 6-18 weeks, rare after |+ Treatment is symptomatic.
48 weeks « Hepatic necrosis is life threatening; in
e 1-2% of all NVP treated individuals, severe clinical situations, stop drugs at
higher if CD4 count >250 in females once.

and >400 in males

Lactic acidosis (life-threatening)

From highest to lowest risk: | ¢ Nausea, vomiting, wasting, fatigue, ¢ Monitor lactic acid clinically. If

e 04T with ddi pancreatitis, multiorgan failure, acute suspected, look for early indicators
e ddl respiratory distress syndrome (ARDS) (creatine kinase (CK), HCO,).

o 4T e 1-10 per 1 000 patients/year for ddl ¢ The symptomatic treatment is bicar-
« ZDV and d4T bonate against acidosis.

¢ Change to ABC, TDF, 3TC, FTC.

Hypersensitivity (life threatening in case of re-exposure: anaphylactic shock)

ABC * Nearly always fever and rash, also « Monitor skin, do not start together
fatigue and nausea with other rash-producing drugs.
¢ 5%, rare after six weeks e Stop ABC, do not use again if diagno-

sis is firmly suspected.
e Change to ZDV, TDF or d4T.

Stevens—Johnson syndrome, toxic epidermal necrolysis

NVP e Fever, rash with blistering, myalgia ¢ Monitor skin.

Less with EFV e NVP:0.3%, EFV: 0.1% ¢ Administer antibiotics and intensive
care of wounds, perhaps in a burns
centre.

Pancreatitis

From highest to lowest risk: | «  Pain, high levels of lipase ¢ Monitor lipase level.

e 04T with ddi e ddI 1-7%, less with dose adjustment |+ The symptomatic treatment is pain

e ddl medication, parenteral nutrition, drug

o 4T stoppage.

e Change to ZDV or TDF or ABC.
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(slight decrease is normal with ZDV)
1-4%, dose dependent

ARV Toxicity | Management
Nephrotoxicity
TDF Renal failure and Fanconi syndrome Monitor creatinine, history of renal
More frequent in individuals with failure.
baseline renal dysfunction (135) Treatment is symptomatic.
Eventually try again with dose adjust-
ment of TDF (creatinine clearance is
needed: TDF every second day).
Change TDF to ZDV, ABC or d4T.
Anaemia
ZDV Anaemia and neutropenia Monitor blood count after 2, 4, 8 and

12 weeks. Macrocytosis with light
anaemia (haemoglobin up to 10 g/dl
or 100 g/litre) is common.

Treatment is a transfusion of erythro-
poetin (very expensive) or changing
ZDV to another NRTI (TDF, ABC or
d4T).

Peripheral neuropathy

d-drugs: ddl, d4T

Pain/paraesthesia of extremities
10-30%, also after years

Monitor peripheral nerves, warn
patient.

Treatment is pain management,
change of ART. Stop d-drug, change
to another NRTI (ZDV, TDF, ABC).

Fat atrophy

d4T and other NRTIs

Reduced buccal fat and extremity fat
Common with long use (mitochon-
drial toxicity)

Monitor and compare to previous
pictures.

Change d4T to TDF or ABC. If atro-
phy is irreversible, plastic surgery is
indicated.

Fat accumulation

Pls Increased abdominal fat (“crixi Measure and compare to previous
belly”), breast size, buffalo hump pictures.

20-80% Change to NNRTI if lipodystrophy/
lipoatrophy is not tolerable. Plastic
surgery may be indicated.

Rash

NNRTI > APV/FPV > ABC

Maculopapular itching
15% NNRTI, APV ~20%, ABC 5%

Monitor fever, LFT, CK in close vis-
its.

Think of other allergenic drugs
(sulfamethoxazole/trimethoprim and
other antibiotics, prophylaxis). Rashes
sometimes resolve spontaneously with
continued ART.

Change NVP to EFV or vice versa. If
no improvement, try a new regimen.

Elevation of transaminase

NNRTIs (all) and Pls (all)

Otherwise unexplained elevation of
LFT

8—15% with PI and NNRTI

More frequent in patients with chronic
HBV or HCV

Monitor ALT every three months, look
for other reasons (drugs, hepatitis).
Elevation often resolves with continu-
ation of NNRTI or PI.

Discontinue NNRTI or PI.

Gastrointestinal intolerance

PIs (all), ZDV, ddl

Nausea and vomiting, diarrhoea
Common

Rule out other reasons (IRIS with
CMV colitis, cryptosporidiosis,
microsporidiosis, also weeks after
initiating ART).

Treatment is loperamide if there is no
other reason for diarrhoea; meto-
clopramide, Zofrane for nausea and
vomiting.
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depression (risk of suicide)
50%

ARV | Toxicity Management
Central nervous system (CNS) toxicity
EFV » Nightmares, impaired concentration, |+ Warn patient, take psychiatric history,

refer to psychiatric consultation.
Treatment usually not necessary,
resolves in 5-21 days.

Insulin resistance

Pls (all but ATV), espe-
cially IDV

Elevated glucose tolerance, elevated
glucose with morning fasting
5%

Monitor fasting blood glucose.
Treatment is via diet and exercise,
metformin or Glitazone.

Change P1 to NNRTI.

Hyperlipidaemia

d4T > Pls (all but ATV)

Increased lipids, increased LDL, cho-
lesterol, triglycerides (for the last, d4T
is particularly prominent)

% varies

Monitor fasting lipid levels at initia-
tion of ART and every six months.
Treatment is per lipid, cholesterol and
triglyceride guidelines.

Use statins and fibrates. Be careful
with interactions (no simvastatin, no
lovastatin).

Hyperbilirubaemia

ATV > IDV

Elevation of bilirubin (harmless;
possible itching, no prolonged liver
damage, reversible)

Frequency varies

Monitor bilirubin and clinical symp-
toms.

Stop drug only if not tolerated.
Change PI.

Nephrolithiasis

IDV

Abdominal pain, haematuria, renal
colic

10-20% per year, less with >3 litre
fluid/day

Monitor urinalysis, creatinine.
Treatment is the same as for nephroli-
thiasis.

Source: Bartlett (136).

5.6. Drug interactions

Drug interaction can be a severe problem in ART. PLHIV need to take a good deal of different
agents due to concomitant diseases or manifestation of HIV and AIDS.

Though some drugs are genuinely contraindicated, most drugs that show interactions can still be
given in combination; however, the probability of side-effects is then greater, and they should be
closely monitored. The effectiveness of contraceptives could also be jeopardized. (See also Protocol
9, Support for sexual and reproductive health of people living with HIV.) Tables 12 and 13 illustrate
interactions of drugs with NNRTIs and with PIs.
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TABLE 12. | NNRTI INTERACTION WITH SELECTED DRUGS
NNRTI (drug A)? With ... (drug B) Effect Significance °
EFV NVP
+ Ergotamine T level of B ++(avoid)
+ Antiarrhythmics: lidocaine, amiodarone, others | T and | level of B | ++(caution)
+ + Anticonsulvants: carbamazepine, phenytoin, d level of B ++
phenobarbital and/or A,
use gabapentin
instead
(+) + Itraconazole, ketoconazole (-)clevel of B +
+ Cyclosporine, tarolimus, Rapamycin T level of B ++
+ Calcium channel blockers T level of B ++
+ + Sildenafil, vardenafil, tadalafil T level of B ++
+ Fentanyl T level of A ++
+ + Methadone d level of B ++
+ + Contraceptives Tand | level of B ++
+ + Rifampin, rifabutin Tand | level of ++
B, | level of A
(caution)
+ + St John’s wort ! level of B ++
+ + Warfarin T level of B ++

a+ or ++ under drug A shows the drug strength in changing the level of drug B.

b Significance: + probable importance, ++ definite clinical importance.

¢ (+) or (-) indicates inconsistent results.

Sources: Sande & Eliopoulos; Gilbert, Moellering & Eliopoulos; Antoniu & Tseng (137-139).

Examples of how the tables should be read are as follows.

1. In Table 12 line 6: EFV strongly increases the levels of midazolam, alprazolam and triazolam
while NVP does so less strongly. The significance of this is that there is a definite clinical impor-
tance; however, these drugs can still be coadministered.

2. In Table 13 line 4: APV, IDV LPV, NFV, RTV and SQV all increase the levels of carbamazepine,
clonazepam, phenytoin and phenobartial while these drugs in turn decrease the levels of the those
Pls. The significance of this is that there is definite clinical importance. The combination of any of
these should be avoided.

TABLE 13. | PROTEASE INHIBITORS INTERACTIONS WITH SELECTED DRUGS
Protease inhibitor (drug A) @ With ... (drug B) Effect Significance °
APV | ATV | IDV | LPV | NFV | RTV | SQV
+ Fentanyl, tramadol, hydroco- | T level of drug B +
don
+ Codeine, morphine, metha- | { level of drug B +
done
N N . . + | Amiodaron, lidocaine, T level of drug B +
flecainide
+ + + + | Carbamazepine, clonazepam, Tlevel ofdrugB | ++(avoid)
phenytoin, phenobarbital { level of drug A
+ + + Tricyclic antidepressants T level of drug B +
+ + All other antidepressants T level of drug B +
+ Loratadine T level of drug B ++
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Protease inhibitor (drug A) @ With ... (drug B) Effect Significance °
APV | ATV | IDV | LPV | NFV | RTV | SQV
+ Atovaguone { level of drug B +
+ + + ++ |+ + | ++ | Benzodiazepine T level of drug B ++
+ Beta blockers T level of drug B +
+ + + + + + + | Calcium channel blockers T level of drug B ++
+ + + Clarithromycin, erythromy- T level of drug B |  +(caution)
cin in renal impairment
+ + + + + gilnarithromycin, erythromy- g Iaer:/((jeld(r);g(]jxg +
+ + + + Contraceptives T level of drug B ++
+ + + + | Corticosteroids I :Z&Z: 8; g:ﬂg i *
+ + + + + + + | Cyclosporine T level of drug B +
+ + + + + + + | Ergot derivatives Tlevel of drugB | ++(avoid)
+ ++ + + + + + (prgﬁg? pump inhibitors ¥ level of drug A Ziialfota?\r})
avoid)
! level of drug A | ++ (caution)
+ ++ + + + + + | H, antagonists (++, ATV-
avoid)
+ + + + + + + | Lovastatin, simvastatin Tlevel ofdrugB | ++(avoid)
+ Irinotecan Tlevel ofdrugB | ++(avoid)
+ + + + + | Ketoconazole, itraconazole $ :gzgl 8; g:‘dg E *
+ + + + + + + | Pimozide Tlevel ofdrugB | ++(avoid)
+ + + + + + + | Rifampin I :ng: 8; g:ﬂg i ++(avoid)
Tlevel of drug B | +(caution,
+ + + + + + + | Rifabutin d level of drug A | dose adjust-
ment)
. + N . . . + | Sildenafil Some T, some T ++
level of drug B
+ + + + + + + | StJohn’s wort dlevel of drug A | ++(avoid)
+ Tenofovir  level of drug A | ++(add RTV)
+ + + Theophyline { level of drug B +
+ + + + Warfarin T level of drug B +

4+ or ++ under drug A shows the drug strength in changing the level of drug B.
b Significance: + probable importance; ++ definite clinical importance.
Sources: Sande & Eliopoulos, Gilbert, Moellering & Eliopoulos, Antoniu & Tseng (137-139).
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lll. Suggested minimum data to be collected at the
clinical level

The suggested minimum data to be collected are important in the development of key indicators on
access to treatment and its success. Such indicators assist managers in decision-making on ways to
strengthen and expand these services to all who need them.

The following data should be collected at each clinical facility on a regular basis (e.g. monthly,

quarterly or semi-annually):

* number of HIV patients “seen for care” (seen at least once in the previous 12 months);

» number of HIV patients seen for care who are eligible for ART (CD4 <350 cells/mm3);

» number of HIV patients seen for care initiating HAART;

» number of HIV patients seen for care receiving first-line HAART;

* number of HIV patients on HAART changing from first-line HAART to second-line HAART;

* number of HIV patients on HAART changing from second-line HAART to salvage HAART;

» number of HIV patients interrupting ART treatment, including the reason (e.g. death, toxicity/
side effects, loss to follow-up, ARVs not available, etc.);

* number of patients who died while on HAART, including cause of death (e.g. HIV/AIDS related
mortality or non-HIV/AIDS related mortality such as accident, overdose or suicide);

* number of HIV patients who died within the first 12 months of initiating HAART; and

» number of deaths among all HIV patients including cause of death (e.g. HIVV/AIDS related mor-
tality or non-HIV/AIDS related mortality such as accident, overdose or suicide).
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Annex 1. Essential information on personal history of
HIV/AIDS treatment

TABLE 14. | ESSENTIAL INFORMATION ON PERSONAL HISTORY OF HIV/AIDS TREATMENT

CD4 cells/ % | VL Current Resistance Previous ART regimens,
Date mm?® copies/ml | ART (genotype or | reasons for changing
phenotype)
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Annex 2. Revised WHO clinical staging of HIV/AIDS
for adults and adolescents

(Interim European Region version for people aged =15 years with positive HIV antibody test or other laboratory
evidence of HIV infection)

Acute HIV infection
e Asymptomatic
e Acute retroviral syndrome

Clinical Stage 1
e Asymptomatic
e Persistent generalized lymphadenopathy (PGL)

Clinical Stage 2

e Seborrhoeic dermatitis

e Angular cheilitis

¢ Recurrent oral ulcerations (two or more episodes in six months)

e Herpes zoster (extensive zoster across one dermatome)

« Recurrent respiratory tract infections (two or more episodes in any six-month period of sinusitis, otitis media,
bronchitis, pharyngitis, tracheitis)

¢ Fungal nail infections

e Papular pruritic eruptions

Clinical Stage 3

e Oral hairy leukoplakia

e Unexplained chronic diarrhoea for longer than one month

e Recurrent oral candidiasis (two or more episodes in six months)

e Severe presumed bacterial infections (e.g. pneumonia, empyema, pyomyositis, bone or joint infection, menin-
gitis, bacteraemia)

e Acute necrotizing ulcerative stomatitis, gingivitis or periodontitis

Clinical Stage 4a

e Pulmonary tuberculosis

e Extrapulmonary tuberculosis (excluding lymphadenopathy)

e Unexplained weight loss (more than 10% within six months)

e HIV wasting syndrome

¢ Pneumocystis pneumonia

< Recurrent severe or radiological bacterial pneumonia (two or more episodes within one year)
e CMV retinitis (xcolitis)

¢ Herpes simplex virus (HSV) (chronic or persistent for at least one month)

e HIV-associated encephalopathy

e HIV-associated cardiomyopathy

e HIV-associated nephropathy

e Progressive multifocal leukoencephalopathy (PML)

e Kaposi sarcoma and HIV-related malignancies

e Toxoplasmosis

« Disseminated fungal infection (e.g. candida, coccidomycosis, histoplasmosis)

e Cryptosporidiosis

e Cryptoccocal meningitis

«  Non-tuberculous mycobacterial infection or disseminated mycobacteria other than tubercle bacilli (MOTT)

3 Possibly to be included in Stage 4 if supported by sufficient evidence: anal cancer and lymphoma (T-cell Hodgkin lymphoma).
Source: WHO Regional Office for Europe (140).
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Annex 3. Resistance tests

Resistance testing needs a minimum of 500-1000 copies/ml; it is not possible with completely suppressed
virus.

Genotypic resistance testing is based on the analysis of RNA mutations. The amplified genome is se-
guenced. Known mutations are encoded for changed susceptibility of the virus. It is an indirect proof of drug
resistance. The resistant virus population has to be higher than 20% of the whole population.

Virtual phenotypic resistance testing uses computer-based algorithms of genotypic tests connected with
large data banks for interpreting results.

Phenotypic resistance testing, like microbiological susceptibility testing, examines the ability of viruses
to replicate in cell culture in the presence of different agents. It is compared to the same ability of wild-type
virus. The 50% inhibitory concentration (IC50) is a marker of drug potency. The results of the test show dif-
ferent grades of susceptibility.

Which resistance test to use

All tests are presently very expensive. Genotypic tests cost €400, phenotypic tests cost €800 (2005). The
time between taking the sample and achieving results can be weeks. Basic genotypic testing should show
enough evidence for further planning of regimens. First- and second-line regimens do not require the more
expensive phenotypic test. When there is a confused ART history, with a lot of already known mutations or
an inexplicable treatment failure, a phenotypic test might be justified. For all tests, the individual has to con-
tinue taking the failing regimen; otherwise, wild-type virus will overgrow the resistant strains. There are no
standardized recommendations for the use of either phenotypic or genotypic resistance testing.
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Annex 5. Tools for adherence monitoring

Self-reporting is a good adherence marker, but it is not perfect. It seems to overestimate ART adherence
more than other methods (142). To be effective, the patient must be willing to disclose problems, particularly
face to face. This method may be important in reinforcing the central role of patients in managing their own
adherence, as opposed to provider-controlled methods.

Provider estimates of adherence have been demonstrated to be poor (143) and are not advisable.

Drug-level monitoring is expensive and not yet possible for all ARVs. It is not a method for routine control
of adherence, and can only reveal a snapshot of the time the sample is taken (144). In case of low plasma
drug levels, adherence has to be discussed. Laboratory markers like mean corpuscular volume of erythrocytes
might show adherence to ZDV and to a lesser extent d4T.

Medication Event Monitoring System (MEMS) is frequently used in research settings. An electronic de-
vice fitted to pill boxes records the removal of the cap. It is associated with predictable virological response
to ART (145). It is not possible with blister packs.

Pill counts and pharmacy records may be seen as an unwelcome attempt of health care providers to police
adherence. They are time-consuming and require patients to bring their medication with them.

Pill identification test (PIT) is a novel method that correlates with validated self-reporting measures (146).
Patients are invited to distinguish the pills of their regimen from a display of ARVs, including two “twin
pills”, which are similar but not identical to their own.

The use of surrogate markers is reliable but too late when poor adherence is revealed. Individuals with viro-
logical failure on a Pl-containing regimen had low PI blood levels, low adherence levels by pill count and an
absence of genotypic resistance to Pls, suggesting their treatment failure had been caused by low adherence
(147, 148). Providers have to be careful with interpretation of these markers, however, because of other pos-
sible reasons for low drug levels (145).
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Annex 6. List of antiretroviral drugss

TABLE 16. | ANTIRETROVIRAL DRUG LIST

International Proprietary name Pharmaceutical company
non-proprietary name (INN)
NRTIs
Abacavir (ABC) Epzicom US, Kivexa United Kingdom (lamivudine/ GlaxoSmithKline
abacavir)

Trizivir Europe, United Kingdom, US (zidovudine/
lamivudine/abacavir)
Ziagen United Kingdom, United States

Abavir Genixpharma
Virol Ranbaxy
Virol LZ (abacavir/lamivudine/zidovudine)
Didanosine (ddl) Videx, Videx EC Bristol-Myers Squibb
Dinex EC Cipla
Odivir Kit (didanosine/lamivudine/efavirenz)
Aviro-Z Ranbaxy (India)
Virosine
Viro-Z
Divir Thai Government
Emtricitabine (FTC) ATRIPLA (efavirenz/emtricitabine/tenofovir) Bristol-Myers Squibb and
Gilead Sciences
Emtriva Gilead Sciences
Truvada (tenovovir/emtricitabine)
Lamivudine (3TC) Combivir United Kingdom, United States GlaxoSmithKline

(lamivudine/zidovudine)

Epivir United Kingdom, United States, Zeffix United
Kingdom

Epzicom United States, Kivexa United Kingdom
(lamivudine/abacavir)

Trizivir United Kingdom, United States (zidovudine/
lamivudine/abacavir)

Lamivox Aurobindo
Stavex-L (lamivudine/stavudine)

Stavex-LN (lamivudine/nevirapine/stavudine)
Zidovex-L (lamivudine/zidovudine)

Zidovex-LN (lamivudine/nevirapine/zidovudine)

Duovir (lamivudine/zidovudine) Cipla
Duovir-N (lamivudine/nevirapine/zidovudine)
Lamivir

Odivir Kit (didanosine/lamivudine/efavirenz)
Triomune (lamivudine/nevirapine/stavudine)

Heptavir Genixpharma
Lamistar 30, Lamistar 40 (lamivudine/stavudine)
Nevilast (lamivudine/nevirapine/stavudine)
Zidolam (lamivudine/zidovudine)

Virolam Ranbaxy
Virocomb (lamivudine/zidovudine)
Virolans (lamivudine/nevirapine/stavudine)
Virolis (lamivudine/stavudine)

Virol LZ, Abac-ALZ (abacavir/lamivudine/
zidovudine)

® This list is a compilation of those ARVs that are widely used, and should not be construed to be exhaustive. It was accurate
as of 31 July 2006. Disclaimer: The mention of specific companies or of certain manufacturers’ products does not imply that
they are endorsed or recommended by the World Health Organization in preference to others of a similar nature that are not
mentioned.
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International
non-proprietary name (INN)

Proprietary name

Pharmaceutical company

Stavudine (d4T)

Zerit, Zerit XR

Bristol-Myers Squibb

Stavex Aurobindo
Stavex-L (lamivudine/stavudine)

Stavex-LN (lamivudine/nevirapine/stavudine)

Stavir Cipla

Lamivir-S (lamivudine/stavudine)
Triomune (lamivudine/nevirapine/stavudine)

Lamistar (lamivudine/stavudine)
Nevilast (lamivudine/nevirapine/stavudine)
Stag

Genixpharma

Stavir

GPO (Thailand)

Avostav

Triviro-LNS (lamivudine/nevirapine/stavudine)
Virolans (lamivudine/nevirapine/stavudine)
Virolis, Coviro (lamivudine/stavudine)
Virostav

Ranbaxy

Tenofovir (TDF)

Truvada (tenofovir/emtricitabine)
Viread (tenofovir)

Gilead Sciences

ATRIPLA (efavirenz/emtricitabine/tenofovir)

Bristol-Myers Squibb

Triple nuceoside (TRZ)

Trizivir United Kingdom, United States (zidovudine/
lamivudine/abacavir)

GlaxoSmithKline

Zidovudine (ZDV or AZT)

Combivir United Kingdom, United States
(lamivudine/zidovudine)

Retrovir United Kingdom, United States

Trizivir United Kingdom, United States (zidovudine/
lamivudine/abacavir)

GlaxoSmithKline

Zidovex

Auribindo

Zidovir
Duovir (lamivudine/zidovudine)

Cipla

Zido-H (zidovudine)

Genixpharma

Antivir GPO (Thailand)
Aviro-Z Ranbaxy
Virocomb (lamivudine/zidovudine)
Virol LZ (abacavir/lamivudine/zidovudine)
Viro-Z

NNRTIs

Delavirdine (DLV) Rescriptor Pfizer, Inc.

Efavirenz (EFV)

Sustiva Europe, United Kingdom, Stocrin Australia,
Europe, Latin America, South Africa

ATRIPLA (efavirenz/emtricitabine/tenofovir)

Bristol-Myers Squibb

Viranz Aurobindo
Efavir Cipla

Estiva Genixpharma
Efferven Ranbaxy
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International
non-proprietary name (INN)

Proprietary name

Pharmaceutical company

Nevirapine (NVP)

Viramune Boehringer Ingelheim
Nevirex Aurobindo

Stavex LN (lamivudine/nevirapine/stavudine)

Duovir-N (lamivudine/nevirapine/zidovudine) Cipla

Nevimune
Triomune (lamivudine/nevirapine/stavudine)

Nevilast (lamivudine/nevirapine/stavudine)

Genixpharma

GPOVir

GPO (Thailand)

Nevipan

Triviro LNS (lamivudine/nevirapine/stavudine)
Virolans (lamivudine/nevirapine/stavudine)
Zidovex-LN (lamivudine/nevirapine/zidovudine)

Ranbaxy

Fusion inhibitors

Enfuvirtide, T-20

Fuzeon United Kingdom, United States

Roche Pharmaceuticals &
Trimeris, Inc.

Protease inhibitors

Amprenavir (APV)

Agenerase United Kingdom, United States

GlaxoSmithKline

Atazanavir (ATV)

Reyataz Europe, United States

Bristol-Myers Squibb

Fosamprenavir (FPV)

Lexiva United States, Telzir United Kingdom

GlaxoSmithKline and Vertex

Indinavir (IDV) Crixivan Merck & Co.
Indivex Aurobinda
Indivir Cipla
Indivir Genixpharma
Virodin Ranbaxy
Lopinavir/ritonavir Kaletra Abbott Laboratories
combination (LPV/r)
Nelfinavir (NFV) Viracept Pfizer, Inc., Roche
Pharmaceuticals
Nelvex Aurobinda
Nelvir Cipla
Nelfin Genixpharma
Nefavir Ranbaxy
Ritonavir (RTV) Norvir Abbott Laboratories
Ritovir Hetero/Genix

Saquinavir (SQV)

Fortovase Europe, United Kingdom, United States
Invirase United Kingdom, United States

Roche Pharmaceuticals
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Annex 7. Glossary

Adherence is patient ability to take ARV drugs as prescribed at specific time. High adherence is defined as
taking over 95% of doses; low adherence is anything under this level.

Backbone is the part of ARV treatment, usually consisting of two NRTIs which are used in combination with
an NNRTI or a Pl or a Pl and fusion inhibitor. “Optimized backbone” means an adjusted combination of
probable working NRTIs based on results of resistance testing.

Genetic barrier is a description of the number of mutations needed for the virus to be resistant to a drug. Re-
sistance with 1 mutation means a low genetic barrier; resistance with 10 mutations means a very high genetic
barrier, though this characterization is subject to change.

Major mutations are the changes in viral RNA that encode for resistance to particular ART drugs or ART
classes.

Minor mutations work in combination and can lead to resistance or counteract disadvantages of other major
or minor mutations.

Nucleoside analogue mutations (NAMSs) reveal cross-resistance for most NRTIs.

A point mutation is one change in the RNA code resulting in resistance to a drug or class of drugs. For ex-
ample, in ART treatment mutation 103 means a resistance to all NNRTIs, resulting from changes in virus at
specific point.

Resistance is the result of changing amino acids in the RNA strain of the virus. This happens due to the poor
replication abilities of HIV. Most changes lead to the death of the virus; other changes are viable, and the
resultant virus has the ability to survive the mechanisms of ART. In most cases, resistance leads to poorer
viral fitness, meaning a slower HIV replication rate. Though a benefit for the patient at the beginning, it will
result in total resistance and high replication rates of the less fit viruses. However, several combinations of
resistance patterns can balance this disadvantage, so that some resistance patterns result in a fitter virus in
the end.

Thymidine analogue mutations (TAMSs) are usually a result of ZDV treatment.

39



40

HIV/AIDS TREATMENT AND CARE CLINICAL PROTOCOLS FOR THE WHO EUROPEAN REGION

Annex 8. Beyond the horizon

Research on ART continues. New viral mutations and drug resistance occur regularly — as do new under-
standings of the interactions between drugs and the virus. The following are some of the latest ARV to be
approved or to be pending approval, along with new combinations of older drugs.

* Aonce-daily fixed-dose combination of TDF + FTC + EFV has been recently developed and appears to
be slightly more effective than the standard ZDV + 3TC + EFV combination (42).

TMC125 (etravirine) is a new NNRTI that has potencies despite existing mutations which encode for
NNRTI class resistance (149).

* DRV (darunavir) is a new Pl with an even higher genetic barrier than LPV/r. Development of resistance
is slower than with NFV, APV or LPV/r in vitro. TMC114 is available through an expanded access pro-
gramme (EAP) (150). It has been recently approved by the US Federal Drug Administration (FDA).

e AG1549 (capravirin) is also a second-generation NNRTI, which is effective despite classical NNRTI
mutations.

» New coreceptor inhibitors in the fusions molecule are coming. CXCR4- and CCR5-expressing viruses
are being fought with drugs that can inhibit one or both of them. New tests for the coreceptor expression
of the virus are needed for this treatment. Side-effects are limited for now, though initial experience with
this new class has revealed cardiotoxic effects. On August 6, 2007, FDA granted accelerated approval to
Selzentry (maraviroc) for combination antiretroviral treatment of adults infected with only CCR5-tropic
HIV-1 detectable, who have evidence of viral Replication and have HIV-1 strains resistant to multiple
antiretroviral agents.
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MANAGEMENT OF OPPORTUNISTIC INFECTIONS AND GENERAL SYMPTOMS OF HIV/AIDS

. Principles

Management of opportunistic infections (OIs) is an essential component of comprehensive
HIV/AIDS treatment and care.

All patients with Ols — irrespective of gender or social class and including injecting drug
users (IDUs), sex workers, prisoners, immigrants and other vulnerable populations — should be
treated. The decision of whom to treat should be based exclusively on medical considerations.
Treatment for comorbidities should not stop while Ol prevention and/or treatment is being pro-
vided.
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Il. Management of opportunistic infections

1. General information
HIV-related infections and illnesses include the following (Table 1).

TABLE 1. HIV-RELATED INFECTIONS AND ILLNESSES
Bacterial . . N . Parasitic .
infections Fungal infections Viral infections infections Other illnesses

Tuberculosis

Bacterial respira-
tory infections

Bacterial enteric
infections

Atypical myco-
bacteriosis

Bartonellosis

Candida
oesophagitis
Cryptococcosis
Histoplasmosis

Pneumocystis
jirovecii pneumonia
(PCP)

Coccidioidomycosis

Herpes simplex virus (HSV)
disease

Varicella-zoster virus (VZV)
disease

Cytomegalovirus (CMV)
disease

Human herpesvirus 8
(HHV8) infection, also
known as the Kaposi sar-
coma herpes virus (KSHV)

Human papillomavirus
(HPV) infection
Progressive multifocal leu-
koencephalopathy

Hepatitis B and C (natural
course of infection is wors-
ened by HIV coinfection)

Toxoplasmosis
Cryptosporidiosis
Microsporidiosis
Isosporiasis
Leishmaniasis

Kaposi sarcoma (KS)
Non-Hodgkin lym-
phoma (NHL)
Cervical cancer
Encephalopathy
Vacuolar myelopathy

The most common Ols in the WHO European Region include:

» tuberculosis (TB)
* bacterial infections

- PCP

» herpes infections (including herpes zoster, CMV, HSV 1 and 2 (HSV 1/2)
» Candida oesophagitis

» Cryptococcus meningitis
» toxoplasmosis.

Less frequent opportunistic infections and cancers include:
* Mycobacterium avium complex (MAC or MAI) disease

* KS
« NHL

» CMV infection (retina, gastrointestinal (Gl) tract, encephalitis).

The order of infections and cancers in the list may change, due to factors that may or may not be

related to the HIVV/AIDS epidemic.

2. Initial evaluation

Patients with unknown HIV status who present with infections or illnesses that are associated with
HIV infection should be offered HIV testing and counselling. The physician should explain to the
patient the reasons for offering an HIV test and the importance of knowing the results for correct
clinical management. However, patients have the right to refuse testing (opt out).
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The initial assessment of HIV status should include:

HIV pretest counselling;

serological testing (typically ELISA and/or rapid tests) for HIV antibodies, followed by a west-
ern blot confirmatory test (which indicates HIV infection if the result is positive); and
post-test counselling — whether the result is positive or negative — including information on
reducing risky behaviour.

If the patient is HIV-positive, an initial clinical evaluation should be made to determine the clinical
stage of the infection and identify comorbidities and conditions. (For more information please refer
to Protocol 1, Patient evaluation and antiretroviral treatment of adults and adolescents).

3. Counselling patients on Ols and other conditions

Physicians and nurses should counsel all patients and/or families about the chronic nature of

HIV infection and the possible appearance of Ols.

Patients should be informed that some Ols can be prevented (see Table 2 below).

They should know that it is essential to diagnose an opportunistic infection early, so that they

consult their physician when they suspect any disease progression may be occurring.

They should be counselled on symptoms that might indicate Ols and the need to inform their

physician about them:

o dyspnoea: Pneumocystis jirovecii pneumonia (PCP), TB, pneumonia;

o cough: PCP, TB, pneumoniga;

o bloody sputum: TB, pneumonia;

o neurological changes: cerebral toxoplamosis, cerebral lymphoma or meningitis/ encephalitis;

o weight loss, fever, night sweats: TB, atypical TB, lymphoma;

o visual impairment: CMV retinitis;

o painful swallowing: candida oesophagitis; or

o diarrhoea: CMV caolitis, infection with cryptosporidiae, microsporidiae, salmonellosis, etc.

o visual field loss (reading a newspaper is a good and sensitive test);

o weakness of arms or legs: cerebral toxoplasmosis;

o any change of mental status or behavioural signs that may signal mental health problems (as
observed by friends and family members): herpes meningitis, toxoplasmosis, progressive
multifocal leukoencephalopathy (PML), etc.

o change in skin conditions or (more often) oral thrush (possible antiretroviral treatment (ART)
failure).

Patients should know the importance of monitoring their chronic conditions.

o Patients with chronic hepatitis should have an abdominal ultrasound twice a year because of
the risk of hepatocellular carcinoma.

o Patients with a history of tuberculosis should have a chest X-ray once a year.

o Older overweight HIV patients who have hypertension and are on an ART regimen that
includes a protease inhibitor (P1) must be checked for cardiovascular disease, diabetes and
other conditions.

Patients should be given a checklist that includes a schedule of laboratory and clinical tests to

be undertaken on a regular basis. The content of this list may vary due to comorbidities.

For further information on counselling issues please refer to Protocol 1, Patient evaluation and
antiretroviral treatment for adults and adolescents.
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4. Ol prophylaxis in HIV-infected patients

» Certain Ols that may develop in people living with HIV (PLHIV) can be prevented.

» Prophylaxis of Ols in PLHIV should be an integral part of Ol management.

e After initiating ART, it is possible to discontinue primary prophylaxis if the CD4 count has
risen over the relevant indication level for 3-6 months (e.g. PCP: >200 cells/mm?3, toxoplasmo-
sis: >100 cells/mm3, MAI: >50 cells/fmm?3). See Table 2 below. Discontinuation of secondary
prophylaxis should also be possible in the same situation with close monitoring. Always restart
prophylaxis when CD4 counts fall below the indication level.

Table 2 summarizes the most recent recommendations for prophylaxis strategy.

oropharyngeal candi-
diasis

TABLE 2. Ol PROPHYLAXIS FOR HIV-INFECTED PATIENTS
Pathogen Indication First choice Alternatives
Pneumocystis CD4 count <200 cells/ | TMP-SMZ (cotrimoxa- | ¢ TMP-SMZ single-strength tablet PO
jirovecii mm? zole) double-strength OD (1)
or tablet PO? OD® ¢ TMP-SMZ double-strength tablet

PO TIWe (Monday, Wednesday and
Friday)

+ Dapsone 50 mg PO BID¢

« Dapsone 100 mg PO OD (2)

e Pyrimethamine 50 mg
+ dapsone 50 mg
+ folinic acid 15 mg OD

« Pentamidine inhalation 300 mg every
three weeks (3)

« Also possible: clindamycin or atova-
quone (4, 5)

M. tuberculosis

Purified protein
derivative (PPD)
reaction =5 mm

or

recent contact with a
case of active TB

Isoniazid (INH) 300
mg PO

+ pyridoxine 50 mg PO
OD for 6 months (6)

Further research is needed for develop-
ing alternative prophylaxis treatment for
TB in areas with high prevalence of INH
resistance.

Toxoplasma gondii,
primary

CD4 count <100 cells/
mm?

TMP-SMZ double-
strength tablet PO OD

e TMP-SMZ single-strength tablet PO
OD (7, 8)

» Dapsone 50 mg PO OD
+ pyrimethamine 50 mg PO QW*
+ folinic acid 25 mg PO QW

Toxoplasma gondii,
secondary

CD4 count <100 cells/
mm?

TMP-SMZ double-
strength tablet PO OD

Dapsone 50 mg PO OD
+ pyrimethamine 50 mg OD
+ folinic acid 15-25 mg OD

M. avium complex

CD4 count <50 cells/
mm3

Azithromycin 1200 mg
PO QW

Clarithromycin 500 mg PO BID (9, 10)

Cryptococcus neo-
formans

CD4 count <50 cells/
mm?

Fluconazole 100-200
mg PO OD (11)

3 PO: per 0s.
® OD: once daily.

¢ TIW: three times weekly.

4 BID: twice daily.
¢ QW: once weekly.

5. Diagnosis and treatment of Ols

5.1. Respiratory infections

» Lower respiratory tract infections are the most common recurrent infections in PLHIV.
They are usually life-threatening and can be caused by bacteria, viruses (rarely) and fungi

(also rarely).
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Patients may present early in the course of HIV infection with bacterial pneumonias, which
respond readily to antibiotics (12).

Patients with HIV infection appear to be particularly prone to infections with encapsulated or-
ganisms such as Streptococcus pneumoniae and Haemophilus influenzae (13).

Later, and with the onset of immune suppression, patients may develop opportunistic pulmo-
nary infections, the most important of which is pulmonary TB.

As cell-mediated immunity deteriorates, patients may develop life-threatening opportunistic
infections such as PCP and severe fungal and viral pneumonias. Table 3 summarizes the respira-
tory illnesses associated with HIV infection.

TABLE 3. RESPIRATORY ILLNESS IN PLHIV

Type of infection

| Possible complications?

Bacterial

Pneumococcal pneumonia

Empyema®, pleural effusion, lung abscess

H. influenza pneumonia

Pleural effusion®, lung abscess, empyema,

Klebsiella pneumonia

Empyema®, pleural effusion

Staphylococcal pneumonia

Lung abscess®, empyema, pleural effusion

M. tuberculosis pneumonia

Pericardial effusion, lung abscess, empyema, pleural effusion

MAC pneumonia

Rare complications: Abscesses especially with IRIS

Viral

Cytomegalovirus

Pneumonitis® (highly lethal)

Herpes simplex virus

Pneumonitis® (highly lethal)

Fungal

Pneumocystis pneumonia

Pneumothorax

Cryptococcosis

Histoplasmosis

Aspergillosis

Lung abscess

Other conditions

KS

Pleural or pericardial effusion

Lymphoma

Pleural or pericardial effusion

Carcinoma (non-HIV-related)

Pericardial effusion

aPossible complications are in the order of the frequency the occur.
® Complications that occur most frequently.

5.1.1. Bacterial respiratory infections

Bacterial lower respiratory tract infections are common in the general population, but they are
more frequent and more severe in immunosuppressed persons with HIV infection.

S. pneumoniae is the most common lower respiratory tract pathogen.

Patients with bacterial pneumonia present with cough and fever and often have chest pain, dif-
ficulty in breathing and tachypnoea.

Chest X-rays may show classic lobar pneumonia, bronchopneumonia or atypical (or absent)
infiltrates.

5.1.1.1 Diagnosis

The diagnosis of pneumonia is usually made on clinical grounds and by a chest X-ray, which may
reveal:

lobar or patchy consolidation
diffuse lung infiltrates or
atypical changes, including cavitary disease.
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5.1.1.2. Treatment

» |f the patient is not severely ill and no PCP is suspected, treatment may be provided at home
according to Tables 4 and 5 below.

TABLE 4. FIRST-LINE ANTIBIOTIC TREATMENT OF BACTERIAL PNEUMONIA
Antibiotic Dose Frequency | Route Duration
Amoxicillin 500-1000 mg TID? PO 7 days or
(Use a penicillin in combination with beta lactamase inhibi- longer until
tor if there is a chance of penicillinfampicillin resistance.) resolved
or:
Erythromycin | 500 mg | QIDP | PO | 7 days
or:
Clarithromycin | 500 mg | BID | PO | 7 days
or:
Azithromycin | soomg | op | Po | 3-4days
or:
Quinolone with pneumococcal activitiy (e.g. moxifloxacin) | 400 mg | oD | PO | 7 days
or:
Doxyciclin | 10mg | BD | PO | 7days

aTID: three times daily.
® QID: four times daily.

» |If patients do not respond to first line treatment over a period of 72 hours (no fever, C-reactive
protein (CRP) elevation resolved, leukocyte count is not reliable), the patient should be referred
to the hospital and second line treatment prescribed as indicated below. Patients may also re-
quire oxygen (in this case PCP should be suspected).

» Severely ill patients should be referred for hospital admission immediately.

TABLE 5. SECOND-LINE TREATMENT OF BACTERIAL PNEUMONIA
Antibiotic Dose Frequency | Route | Duration
Ceftriaxone 29 oD Iv* 7 days
+
erithromycin 500 mg QID
or:
Ampicillin + sulbactam 1500 mg TID v 7 days
+
erythromycin 500 mg QID
or:
Quinolone with pneumococcal activitiy (e.g. moxifloxacin) | 400 mg | oD | IV/PO | 7 days
or:
Chloramphenicol (if other drugs are not available) 12.5 mg (base) QID v 7 days
per kg of body
weight

*Intravenously.

» |If patients do not respond to this treatment, consider PCP or TB as a possible diagnosis. The
diagnostic gold standard is lavage by bronchoscopy to define the pathogen before starting anti-
biotics (14). Also helpful are blood cultures, which have a higher rate of pneumococcal identi-
fication and may be done up to five times.
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5.1.2. Atypical mycobacteriosis

Mycobacterium avium complex (MAC or MAI) disease is less common than some other Ols. It
presents with:

fever
weight loss
night sweats
diarrhoea
wasting.

MAC organisms may be found in the blood and excreta of infected persons. A definite infection
can be shown with acid-fast bacilli (AFB) in sterile fluids or specimens (blood, cerebrospinal fluid,
bone marrow and liver).

5.1.2.1. Diagnosis

Blood cultures on special media are the cornerstone of MAC diagnosis.

In most symptomatic patients, the intensity of mycobacteraemia is such that most or all blood
cultures are positive.

Because the liver and bone marrow are often involved in disseminated MAC infection, the bac-
teria may be visible in acid-fast-stained biopsy samples from these sites.

Presumptive diagnosis by examination of a biopsied liver specimen saves time.

5.1.2.2. Treatment

TABLE 6. ATYPICAL MYCOBACTERIOSIS TREATMENT

Antibiotic | Dose Frequency | Route | Duration
First-line treatment (15, 16)
Clarithromycin 500 mg—1000 mg BID PO 6 months;
+ decide on clinical grounds
15 mg/kg oD PO 6 months;
sthambutol decide on clinical grounds
) S SRt o S S
. . 300-450 mg oD PO 6 months;
rifabutin

decide on clinical grounds

Other drugs active against MAC?

Azithromycin 500-1200 mg oD PO 6 months
Ciprofloxacin 500 mg BID PO 6 months
Amikacin 15 mg/kg/day or oD v No longer than 4 weeks
7.5 mg/kg/day BID v

a Rifampicin is not effective against MAC.

Once MAC treatment has been started, and there is indication that the condition is improving
and the drugs are well tolerated, ART should be initiated.

Standard procedure is to start on ART 4-6 weeks after MAC treatment has begun. After six
months with an improved immune response (CD4 count >100 cells/fmm?), reduce MAC treat-
ment or stop it and use a secondary prophylaxis.

Stopping the secondary prophylaxis is possible when the immune system is stable and respon-
sive for more than 3-6 months.

MAC treatment or secondary prophylaxis should be administered for six months to ensure a
successful treatment and avoid relapse.

It is important to begin with treatment for MAC to avoid confusion about whether any side-
effects come from MAC drugs or ART.
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There is the possibility of immune reconstitution inflammatory syndrome (IRIS) after starting
ART (see Protocol 1, Patient evaluation and antiretroviral treatment for adults and adolescents,
sections Clinical failure and Immune reconstitution inflammatory syndrome).

5.1.3. Pneumocystis pneumonia

PCP is a common HIV-associated Ol, caused by the fungus Pneumocystis jirovecii (formerly
known as Pneumocystis carinii).

Patients usually present with cough, shortness of breath and fever.

Occasionally patients with PCP have no chest signs.

Patients with PCP often have features of respiratory failure such as shortness of breath and cya-
nosis.

Symptoms may be very severe; an attack of PCP may lead to death if not treated early and ef-
fectively.

5.1.3.1. Diagnosis

Diagnosis is often made on clinical grounds when a febrile PLHIV presents with respiratory

distress, with or without cyanosis.

The patient may have a non-productive cough, but the main feature of the condition is shortness

of breath, with minimal or absent chest signs on physical examination.

Chest X-rays:

o There is not always a ground-glass opacification in the lower zones of both lung fields.

o There may be evidence of patchy infiltrates in both lung fields that mimics bacterial pneu-
monia or TB.

o Aconsiderable proportion of patients with confirmed PCP show no changes at all on the X-
ray.

Bronchial lavage is the gold standard of diagnosis (14). Diagnosis is confirmed upon finding

cysts of Pneumocystis in forced sputum or in bronchial lavage aspirate.

If diagnosis cannot be established due to the lack of a bronchoscope, deteriorating pulmonary

function tests or blood gas analysis can be used as indicators.

Treatment should be started immediately upon diagnosis.

5.1.3.2. Treatment

Patients should be admitted to hospital for management. Supportive therapy including oxygen may
be necessary. Details of treatment are given in Tables 7 and 8 below.

TABLE 7. PCP FIRST-LINE TREATMENT
Antimicrobial agent Dose Frequency Route Duration
TMP-SMZ 240/1200 mg <60 kg QID PO/IV 21 days
320/1600 mg =60 kg
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TABLE 8. PCP SECOND-LINE TREATMENT
Antimicrobial agent Dose Frequency Route Duration
Clindamycin 600 mg QID PO/IV 21 days (17)
+
primaquine 15mg BID PO
or:
Pentamidine (in combination with a 4 mg/kg 1V daily. Dose oD v 21 days
broad-spectrum antibiotic to prevent reduction to 2 mg/kg after
bacterial superinfection, e.g. ampicillin + | 5 days of treatment (18)
sulbactam for 10 days)

Severely ill patients will require prednisolone, 80-250 mg PO/IV daily for 1-2 weeks (reduces
interstitial oedema).

Combination treatment should also be considered in severe cases, for example, TMP-SMZ and
pentamidine. This treatment has incurred a high risk of toxicity according to case reports only.
A severe case of PCP requires artificial ventilation or an oxygen saturation (SO,) <92%.

Side-effects should be monitored, especially the kidneys (both), pancreas (with pentamidine) and
bone marrow (with TMP-SMZ). Lab analysis should be required twice weekly.

After successfully treating an acute episode of PCP:

it is necessary to continue secondary prophylaxis with TMP-SMZ 160/800 mg PO OD on a
long-term basis;

prophylaxis may be discontinued when the patient’s CD4 count remains stable at >200/mm? for
at least three months.

5.1.4. Other causes of pneumonia in immunosuppressed people

Other causes of pneumonia include fungal and viral infections. They are difficult to diagnose
without sophisticated laboratory facilities and are difficult to treat.

Viral pneumonia may be caused by herpes simplex virus, varicella-zoster virus or cytomegalo-
virus.

In addition to PCP, other fungal causes of pneumonia include Histoplasma capsulatum, Crypto-
coccus neoformans and Aspergillus.

5.1.4.1. Diagnosis

When pneumonia fails to respond to standard treatment, TB or pneumonia caused by viruses,

fungi or protozoa should be suspected.

Making a specific diagnosis of fungal or other infections requires sophisticated laboratory

tests:

o pp65 early CMV antigen from peripheral blood or bronchial lavage;

o polymerase chain reaction (PCR) for viruses of the herpes family (CMV, HSV 1/2, VZV,
Epstein-Barr virus (EBV), human herpes virus 8 and 6 (HHV8, HHV6))

o special cultures for slow-growing pathogens, such as nocardia.

Close collaboration between physician and microbiologist is needed.

5.1.4.2. Treatment

Treatment will depend on the cause, for example foscarnet for CMV infection or long-term antibiot-
ics (eight weeks) for nocardia.
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5.2. Gastrointestinal infections (Glls)

e GllIs in PLHIV may be the result of any of the following infections:
o HIV (direct infection of the Gl tract)

o bacterial

o fungal

o viral

o protozoal
o parasitic.

» Some of the problems may arise from atrophy of the intestinal villi, which commonly leads to
malabsorption.

» The most common GI problem encountered is diarrhoea, which can be acute, acute-on-chronic
or chronic.

» Diarrhoea is persistent or chronic in people with AIDS, and an important cause of death among
them.

» Acute diarrhoea leads to dehydration unless properly treated.

» The passing of bloody or blood-stained stools occurs in persons with shigellosis or amoebic
dysentery.

e Other common GI problems in PLHIV include:
o poor appetite
o nausea
o vomiting
o progressive weight loss.

Table 9 summarizes the clinical features, diagnosis and treatment of some of the more common
gastrointestinal infections seen in immunosuppressed PLHIV.

TABLE 9. GASTROINTESTINAL INFECTIONS COMMONLY ENCOUNTERED IN PLHIV
Infection Clinical features and diagnosis Treatment
Non-typhoid salmo- Fever, abdominal pain, diarrhoea with or Ciprofloxacin 500 mg PO BID for >2 weeks
nelloses without blood, weight loss, anorexia, (19)

hepatosplenomegaly
Diagnosis upon blood or stool culture

Shigelloses Fever, abdominal pain, bloody diarrhoea Ciprofloxacin 500 mg PO BID for 7-10 days
Diagnosis upon blood or stool culture or:
Nalidixic acid 500 mg PO QID for 7-10 days
or:

TMP-SMZ 160/800 mg PO BID for 7-10
days

Cryptosporidiosis Watery diarrhoea, loss of appetite; afebrile | Paromomycin 1 g PO BID
Diagnosis upon stool microscopy + azithromycin 600 mg PO OD for 4 weeks
then:

Paromomycin alone for 8 weeks (20, 21).
Treatment often fails (22).

Microsporidiosis Watery diarrhoea, loss of appetite; afebrile | Albendazole 400 mg PO BID for 4 weeks.
Diagnosis upon stool microscopy If this does not work try:

Mebendazole 200 mg PO TID (albendazole
tends to be more successful) (23).

5.3. Candidiasis

» Candida albicans colonizes primarily the Gl tracts of both men and women. Up to one third of
all normal women also carry C. albicans in the vagina.
» Women with vaginal candidiasis may develop a vaginal discharge and vulvovaginal pruritus.
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Men with genital candidiasis will develop balanitis or balanoposthitis and will complain of a
subpreputial discharge and itchiness of the penis and foreskin.

Oral candidiasis (thrush) leads to inflammation of the mucosal surface together with the appear-
ance of adherent white plagues.

C. albicans can infect the skin and cause pruritic dermatitis.

Depending on the level of immune suppression, oral infection may extend to involve the oe-
sophagus.

Bronchial and disseminated infections are rare.

5.3.1. Symptoms

Oral thrush can include infection of the:
o huccal mucosa

o tongue
o oropharynx
o gums

o hard and soft palates.

Patients may have no symptoms at all or may complain of a burning sensation in the mouth
when eating.

Some patients may complain of white patches in the mouth.

If the thrush has extended into the oesophagus, patients may complain of:

o pain on swallowing food

o retrosternal pain

o excessive salivation.

Patients in whom candidiasis occurs most frequently are:

healthy pregnant women and healthy women on oral contraceptives
healthy neonates, especially pre-term infants

those on prolonged courses of broad-spectrum antibiotics

those receiving steroids systemically

those with diabetes mellitus

those with congenital or acquired immunodeficiencies

those suffering from chronic debilitating conditions

the severely malnourished

those with cancer and those receiving chemotherapy or radiotherapy.

5.3.2. Diagnosis

The diagnosis of oropharyngeal candidiasis is made on clinical grounds, based on direct obser-
vation and microscopic examination of material obtained from lesions.

Examination of the oral cavity may reveal redness and inflammation of the mucosa, with or
without patches of white plaques.

Inflammation may be seen on the palate, throat, gums, tongue and/or the inside of the cheeks.
When the tongue is affected, it may be smooth and red, and the papillae normally found on the
tongue may be absent.

Diagnosis has to be confirmed by histological examination of tissue biopsies only in cases of
suspected Candida oesophagitis or aspergillosis of the lungs.

The symptoms of Candida oesophagitis are:

o difficulty in swallowing

o pain in the chest that increases with swallowing.

Disseminated candidiasis causes fever and symptoms in the affected organs (for example, blind-
ness when it affects the eyes).
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5.3.3. Treatment

Localized candidiasis is treated first with relatively inexpensive topical drugs such as nystatin,
miconazole or clotrimazole.

In patients with disseminated candidiasis and in those in whom topical treatment has failed,
systemic antifungal agents such as ketoconazole, fluconazole, itraconazole or amphotericin B
may be given.

For treatment of drug-dependent patients receiving methadone as opioid substitution therapy,
see Table 4 of Protocol 5, HIV/AIDS treatment and care for injecting drug users, for the interac-

tions of fluconazole, itraconazole and ketoconazole with methadone.

TABLE 10. ORAL CANDIDIASIS

Antifungal agent | Dose | Frequency | Route | Duration
First-line treatment (24)
Myconazole | Buccal tablets | Once a day | Gum patch | 7 days
or:
Fluconazole 100 mg BID for 3 days followed by PO 7 days
OD for 4 days

Second-line treatment (25)

Itraconazole | 200-400 mg oD PO 7 days

TaBLE 11. VAGINAL CANDIDIASIS

Antifungal agent Dose Frequency Route Duration

First-line treatment

Fluconazole 100 mg Single dose PO Once
Clotrimazole 500 mg Single dose Vaginal Once
Second-line treatment
Ketoconazole 200 mg BID PO 3 days
Ketoconazole 200 mg oD PO 7 days
Maintenance therapy
Nystatin | 2-4million 1U_| BID | ro | 10 days
or:
Fluconazole | 50-200 mg | oD | PO | 10 days
Third-line treatment
Ketoconazole 200 mg oD PO Depends on response,
usually 7-10 days
Itraconazole 100 mg oD PO Depends on response,
usually 7-10 days
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TABLE 12. | OESOPHAGEAL AND DISSEMINATED CANDIDIASIS

Antifungal agent | Dose | Frequency | Route | Duration
First-line treatment
Ketoconazole | 200-400 mg | BID | PO | 21 days
or:
Fluconazole (more effective than 200-400 mg, reduce on oD PO/IV 14 days
ketoconazole) clinical grounds after 3 days to
100 mg/day
Second-line treatment
Amphotericin B | 0.3-0.5 mg/kg | | v | 10-14 days
or:
Itraconazole | 200-400 mg | oD | PO | 2 weeks

» Long-term maintenance treatment with fluconazole 50-100 mg OD PO, itraconazole 100 mg
OD PO or ketoconazole 200 mg OD PO may be necessary for patients who have been treated
for candidal oesophagitis.

» If the patient fails to respond to this treatment, a diagnosis of CMV or HSV oesophagitis should
be considered, and the patient should be referred for an oesophagoscopy.

» Candida glabrata, C. krusei and C. tropicalis are resistant to fluconazole to some extent. A
specimen is needed for culture; susceptibility testing is possible and prescribing of amphotericin
B makes more sense. Voriconazole, posaconazole and caspofungin are new drugs encountering
rare resistance in any fungi, including Aspergillus; all are very expensive. Voriconazole can
interact with ARV drugs, and it should not be prescribed to patients taking efavirenz (EFV) or
ritonavir (RTV). Patients receiving both Pls and voriconazole should be closely monitored for
possible side-effects (26).

5.4. Cryptococcal meningitis

» Cryptococcosis most often appears as meningitis, and occasionally as pulmonary or dissemi-
nated disease.

» Cryptococcal meningitis is a common systemic fungal infection in PLHIV.

* Without treatment, the life expectancy of patients with cryptococcal meningitis is prob-
ably less than a month.

5.4.1. Diagnosis

Cryptococcosis is relatively easy to diagnose. Patients usually present with headache, fever, neck

stiffness and/or cranial nerve palsies, or they may be comatose. However, signs of meningeal in-

flammation such as fever and neck stiffness often do not occur. A centrifuged deposit of the cerebro-

spinal fluid (CSF) should be examined microscopically after adding a drop of India ink.

» The yeasts are visible as organisms surrounded by thick capsules.

e The CSF may be cultured for cryptococci.

» The cryptococcal antigen test is useful in assessing patients for cryptococcosis and can be per-
formed on serum or cerebrospinal fluid.
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5.4.2. Treatment

TABLE 13. CRYPTOCOCCAL MENINGITIS TREATMENT

Antifungal agent Dose Frequency Route Duration

First-line treatment (27)

Amphotericin B 0.7-1.0 mg/kg oD v 14 days
+
5-flucytosine 25 mg/kg QID v
then: 400 mg oD PO At least 10 weeks
fluconazole
then: 200 mg oD PO Lifelong
fluconazole

Second-line treatment

Amphotericin B 0.7-1.0 mg/kg oD \Y] 6-10 weeks

5-ﬂuc;tosine 25 mg/kg QID v
or:

Amphotericin B | 0.7-1.0 mg/kg | oD | v 6-10 weeks

or (in mild cases):
Fluconazole 400-800 mg oD PO 10-12 weeks

"""""" then: |  200mg | ob | PO |  Liflong

fluconazole

5.4.3. Secondary chemoprophylaxis or maintenance therapy

Lifelong secondary chemoprophylaxis is necessary; it may be achieved with fluconazole 200
mg orally once daily for life.

Alternate long-term secondary prophylaxis may be achieved with itraconazole 200 mg orally
once daily for life.

The need for maintenance therapy with patients who have an improved immune system (CD4
count >200) is presently neither supported nor refuted by concrete evidence.

For treatment of drug-dependent patients receiving methadone as opioid substitution therapy,
see Table 4 of Protocol 5, HIV/AIDS treatment and care for injecting drug users, for the interac-
tion of fluconazole with methadone.

5.5. Histoplasmosis

This uncommon acute or chronic infection is caused by inhaling spores from the fungus Histo-
plasma capsulatum.

The outcome of exposure depends on the immune status of the host as well as the size of the
inoculum.

Intact cell-mediated immunity is essential for preventing its dissemination. The acute illness is
influenza-like, with:

o fever

o anorexia

o arthralgia

o myalgia

o dry cough
o chest pain.

Dissemination occurs soon after initial infection in immunosuppressed patients, who develop:
o weight loss

o oral and skin lesions

o chest symptoms

o liver, spleen and lymph node enlargement.
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» Oral lesions may appear as protruding, necrotic ulcers. There may also be perforation of the pal-
ate and extensive soft tissue destruction.

5.5.1. Diagnosis

Diagnosis is made on clinical grounds and is confirmed by fungal cultures or histological examina-
tion of biopsied tissues.
» Achest X-ray in acute illness may show:
o hilar lymphadenopathy
o scattered infiltrates
o lower lobe nodules.
* Blood and skin tests have been developed for the diagnosis of histoplasmosis, but they are not
widely available.

5.5.2. Treatment

In normal immune systems, acute histoplasmosis is self-limiting and does not require treatment. In
immunosuppressed patients it may be treated as shown in Table 14.

TABLE 14. TREATMENT OF HISTOPLASMOSIS

Antifungal agent Dose Frequency Route Duration
Amphotericin B 0.7-1 mg/kg oD \Y] 10 days
Source: Johnson et al. (28).

This initial treatment is followed, three months after immunoreconstitution with >100 CD4 cells,
with one of the following long-term treatments:

» itraconazole 200 mg BID PO

» fluconazole 200 mg BID PO

» amphotericin B 1 mg/kg 1V weekly.

An alternative is itraconazole 200 mg TID PO x 3 days, then 200 mg PO BID x 12 weeks (taken
with a meal and an acidic drink).

5.6. Kaposi sarcoma (KS)

» KS is caused by the human herpes virus type 8 (HHV8), also known as the Kaposi sarcoma
herpes virus (KSHV).

* Any patient suspected of KS should be examined by an oncologist and referred to an oncology
clinic as needed.

* In HIV-associated immunosuppression, KS is more aggressive, disseminated and rapidly pro-
gressive than the endemic disease found in people without HIV infection.

5.6.1. Diagnosis

The diagnosis of KS is made on clinical suspicion and confirmed by histological examination of
biopsied tissue.

Clinical signs include the following.

» Lesions may be found anywhere on skin and on any mucosal surface. Skin lesions are hyperpig-
mented, blue or purplish papules or nodules and can be associated with lymphoedema. Systemic
lesions are commonly found on the palate, gastrointestinal tract, lungs or lymph nodes.

» Oral lesions of KS may be found on the hard palate and occasionally on the tongue, throat,
tonsils or gums. The lesions are purple papules, usually painless and sometimes large and pe-
dunculated.
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» Pulmonary lesions are infiltrative with pleural effusion and often lead to respiratory failure. The
condition may be confused with bacillary angiomatosis (bartonellosis), an infective condition
seen in PLHIV.

5.6.2. Treatment

» KSisa cancer and should accordingly be treated by an oncologist.

» Itis treatable with radiotherapy if lesions are localized and with cytotoxic chemotherapy if it is
generalized.

» Cytotoxic drug combinations that have been used with varying degrees of success include:

o liposomal doxorubicin monotherapy (best results) (29-31)
o bleomycin

o vincristine

o daunorubicin

o vinblastine

o etoposide.

» Remission is difficult to achieve, and relapses are common.

» Localized lesions may be surgically excised or treated with liquid nitrogen (high relapse rate),
laser therapy or radiation. Intralesional injection with bleomycin has also been shown to be
effective.

» KSisusually treatable with ART alone; after successful initiation of ART, KS becomes inactive
and slowly disappears.

5.7. Cervical cancer

» Cervical cancer is one of the most common types of cancer, causing deaths among women
worldwide. The estimated number of new cases per year is 500 000 (32).

* Human papillomavirus (HPV) infection is the leading etiologic agent in the development of
premalignant and malignant lower genital tract disease, including cervical cancer.

» The relative risk of cervical intraepithelial neoplasia (CIN) is 5-10 times higher for women with
HIV/AIDS, and abnormal pathology is observed in 20-40% of their Pap smears (33, 34).

5.7.1. Diagnosis

When a woman is diagnosed with HIV, a gynaecologic evaluation with pelvic examination and Pap
smear should be performed. The examination and Pap smear should be repeated at six months and
then annually.

For further information, please refer to Protocol 9, Support for sexual and reproductive health of
people living with HIV.

5.8. Other cancers

Lymphomas — including non-Hodgkin, intracranial and Burkitt types — and squamous cell carcino-
ma are more commonly found in immunosuppressed PLHIV than in people who do not have HIV.
Any patient suspected of cancer should be examined by an oncologist and referred to the oncology
clinic as needed.

5.8.1. Non-Hodgkin lymphoma (NHL)

NHL — usually B-cell, very rarely T-cell — occurs commonly in immunosuppressed PLHIV, but its
appearance is independent of CD4 cell count. It is thought that EBV or some other virus plays a role
in the pathogenesis of this disease.

» Malignant NHL cells may be detected in all locations, most often in the lymph nodes, as well as
the muscles; organs such as the liver, spleen, lung, heart, brain and GI tract; and (more rarely)
the bones.

* Symptoms may vary.

» Swollen lymph nodes may be palpable in different locations.
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» Fever, weight loss and fatigue are common, but not inevitable.

» Determining the stage of the disease (I-1V) requires thorough examination — cerebral, cervical,
thoracic and abdominal computerized axial tomography (CAT) scans, bone marrow and cere-
brospinal fluid biopsies and gastroscopy.

» Diagnosis is performed by biopsy of a suspect (enlarged) lymph node, followed by histological
examination.

5.8.2. Burkitt-type lymphoma in PLHIV

Burkitt-type lymphomas, actually a subgroup of NHLSs, are associated with HIV infection and may
occur before advanced immunosuppression sets in. This type of tumour is associated with EBV.

5.8.2.1. Diagnosis

The diagnosis of Burkitt-type lymphoma is made on careful examination of lymph node and tumour
biopsies, confirmed by histological examination.

5.8.2.2. Treatment of non-Hodgkin, Burkitt-type and CNS lymphomas

» For NHL, the CHOP regimen is effective and should be administered through six cycles (the
number usually needed for complete remission) of the following:
o prednisolone 100 mg/day OD for five days
o vincristine (Oncovin) 1.4 mg/m2/day (maximum 2 mg/day) in one dose on Day 1 of treat-
ment
o cyclophosphamide 750 mg/m?#/day in one dose on Day 1
o doxorubicin (hydroxydaunomycin) 50 mg/mz2/day in one dose on Day 1.

Begin a new cycle every 21 days (Day 22 becomes Day 1, etc.).

» The EPOCH regimen, which includes etoposide, prednisolone, vincristine, cyclophosphamide
and daunorubicin or doxorubicin, has been shown to be effective in combination with ART. It is
based on a regimen of continuous infusion for 96 hours, as follows:

o etoposide 50 mg/m2 per day (via central venous line)

o doxorubicin 10 mg/mz2/day (via central venous line)

o vincristine 0.4 mg/m%/day (max 2 mg/week) (via central venous line)
o cyclophosphamide 375 mg/m? on Day 5 only, in a bolus (via 1V)

o prednisolone 100 mg/day on Days 1-5 OD PO.

Repeat the regimen every 21 days until six cycles have been performed.

» Burkitt-type lymphoma is managed in the same manner as other lymphomas, and responds to
CHOP or EPOCH. Treating this fast-growing lymphoma with more aggressive chemotherapy
(such as the B-ALL regimen) is under discussion so there are no specific recommendations at
the present time (35, 36).

* In Burkitt-type lymphomas, chemotherapy should be followed by radiation of the suspected
primary location.

» It is possible to treat NHL independently of CD4 cell count, but for prolonged success, ART
should be started early. Even during chemotherapy with CD4 count >350, there is a high rate of
relapse without ART (37).

» For intracranial lymphoma (metastasis), cranial radiation in conjunction with cytotoxic chemo-
therapy and steroids is advised (38).

» For primary central nervous system (CNS) lymphoma, radiation is the only effective evidence-
based therapy. Most patients show CD4 counts <50 with diagnosis. In multivariate analysis,
highly active antiretroviral treatment (HAART) is the only additional factor in prolonged re-
mission. There are some reports of the effectiveness of HAART alone, so it should be started
immediately (39, 40).
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5.9. Neurological infections

Invasion of the nervous system by HIV leads to encephalopathy, myelopathy and peripheral neu-
ropathy. Numerous neurological syndromes have been ascribed to HIV, including:

» cerebral atrophy and degeneration

» AIDS dementia complex

» cerebellar atrophy

» vacuolar myelopathy

» facial nerve paralysis

* Guillain-Barre syndrome

» painful sensory and motor peripheral neuropathy.

A number of opportunistic infections, including bacterial, viral and fungal infections, also affect the
central nervous system. (For cryptococcal meningitis, please refer to section 11.5.4 above.)

5.9.1. Toxoplasmosis

Toxoplasmosis is frequently encountered in PLHIV in industrialized countries. It leads to the devel-
opment of multiple inflammatory lesions in the brain. In PLHIV, it mainly appears as encephalitis
or as disseminated disease.

5.9.1.1. Diagnosis

» Toxoplasmosis may be suspected through clinical findings, and patients may present with:
o altered mental status
o fever
o seizures
o headaches
o focal neurological findings, including motor deficits, cranial nerve palsies, movement disor-

ders, dysmetria, visual-field loss and aphasia.

» Patients who present with evidence of diffuse cortical dysfunction develop evidence of focal
neurological disease as the infection progresses.

» CAT or MRI brain scans may reveal multiple ring-enhancing lesions.

» Serological tests for Toxoplasma antibody (immunoglobulin G, or IgG) may help in establishing
the diagnosis in the absence of neuro-imaging techniques.

» Most patients with cerebral toxoplasmosis have serological evidence of prior infection with
Toxoplasma gondii (IgG-positive).

» If toxoplasmosis is suspected, patients should be given a trial of treatment.

* Only if they do not respond to this treatment within two weeks should a brain biopsy be consid-
ered.

» The diagnosis can be confirmed by histological examination of tissue obtained by brain bi-

opsy.
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5.9.1.2. Treatment

TABLE 15. TREATMENT OF TOXOPLASMOSIS

Drug Dose Frequency Route Duration
Pyrimethamine 200 mg Once (loading dose) PO Single dose
Then: 25mg TID PO 6-8 weeks
pyrimethamine or 50 mg BID
f0|ini-:: acid 15mg oD PO 6-8 weeks
e
sulfadiazine 1g QID PO 6-8 weeks

Sources: Katlama et al., Dannemann et al. Chirgwin et al. (41-43).

In the regimen above, sulfadiazine may be replaced by any of the following:

o clindamycin 600 mg QID IV/PO for six weeks

o azithromycin 1200 mg OD PO for six weeks

o clarithromycin 1 g BID PO for six weeks

o atovaquone 750 mg QID PO for six weeks.

Some patients need a very long period of acute treatment. There is no rule for treatment dura-
tion. The decision has to be made on clinical grounds and CAT scan if available.

Secondary prophylaxis is given using half the dosage of the acute treatment from the effective
regimen, until CD4 count is over 200 cells/mm?3 for three months.

5.9.2. Herpes simplex virus (HSV)

HSV infection is commonly encountered in clinical practice.

Following an initial attack, there are frequent recurrences.

In immunosuppressed people the infection may be extensive and persistent and possibly dis-
seminated.

Dissemination may lead to infection of the lungs, oesophagus and brain.

HSV may also cause meningoencephalitis and meningitis.

5.9.2.1. Diagnosis

The diagnosis of HSV infection is usually made based on the typical clinical presentation of
vesicles and painful superficial sores around the mouth, nose, lips and/or genitals.

It is often difficult to make a diagnosis of disseminated herpes. Special laboratory tests — such
as viral culture, radio-immunoblot assay and fluorescent and monoclonal antibody tests — may
be necessary.

Typical changes may be seen on CAT scans of the brain, where herpes simplex encephalitis
leads to multiple lesions.
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5.9.2.2. Treatment

TABLE 16. TREATMENT OF HERPES SIMPLEX VIRUS: MILD INFECTION

Antiviral agent | Dose | Frequency | Route | Duration
First-line treatment
Aciclovir | 400mg | TID | pPo |  7-10days
or:
Famciclovir | 250mg | TID | pPo |  7-10days
or:
Valaciclovir | 19 | BID | pPo |  7-10days

Source: Conant et al., lonnadis et al., Chang, Absar & Beall, Safrin (44-47).

TABLE 17. TREATMENT OF HERPES SIMPLEX VIRUS: RECURRENCES

Antiviral agent | Dose | Frequency | Route | Duration
First-line treatment
Aciclovir | 800 mg | 5 times per day | PO | 7-10 days
or:
Famciclovir | soomg | TID | pPo |  7-10days
or:
Valaciclovir | 19 | BID | pPo |  7-10days

Source: Conant et al., lonnadis et al., Chang, Absar & Beall, Safrin (44-47).

TABLE 18. TREATMENT OF HERPES SIMPLEX VIRUS: SEVERE INFECTION

Antiviral agent | Dose | Frequency | Route | Duration

First-line treatment

Aciclovir | 10 mg/kg | TID | v | 7-10 days
or:
Valaciclovir | 1lg | BID | PO | 7-10 days

Source: Conant et al., lonnadis et al., Chang, Absar & Beall, Safrin (44-47).

TABLE 19. TREATMENT OF HERPES VIRUS: SEVERE AND VISCERAL INFECTION

Antiviral agent | Dose | Frequency | Route | Duration

First-line treatment

Aciclovir | 10 mg/kg | TID | v | 14-21 days

Second-line treatment

Foscarnet (when resistance | 40-60 mg/kg TID v 14 days
to aciclovir is suspected)

Source: Conant et al., lonnadis et al., Chang, Absar & Beall, Safrin (44-47).

5.9.3. Herpes zoster (48)

» Varicella-zoster virus (VZV) often causes disseminated infection after initial exposure.

* In children, initial infection results in the development of chicken pox, though most who be-
come infected develop no symptoms or signs of infection.

» The virus lies dormant in the paraspinal ganglia for years.

»  With immune suppression, regardless of cause, the virus replicates and produces lesions along
the length of a cutaneous nerve in a dermatomal distribution.
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Dissemination can also occur at the same time, with involvement of skin, nervous system, lungs
and mucous membranes.

In immunosuppressed patients, zoster is often multidermatomal in distribution, persistent, ex-
tensive and associated with severe pain and debility.

5.9.3.1. Diagnosis
The diagnosis is usually made on clinical grounds.

5.9.3.2. Treatment

TABLE 20. TREATMENT OF DERMATOMAL ZOSTER

Antiviral agent Dose Frequency Route Duration
First-line treatment
Aciclovir 800 mg 5 times a day PO 7-10 days
or until lesions crust
or:
Famciclovir 500 mg TID PO 7-10 days

TABLE 21. | TREATMENT OF DISSEMINATED, VISCERAL OR OPHTHALMIC ZOSTER

Antiviral agent | Dose | Frequency | Route | Duration
First-line treatment
Aciclovir | 10 mg/kg | TID | v | 7-10 days
or:

Famciclovir | 500 mg | TID | PO | 7-10 days

Second-line treatment
Foscarnet 60 mg/kg BID v 7-10 days

or 40 mg/kg TID

Post-herpetic neuralgia is a common and seriously debilitating problem. It causes severe pain in
dermatomal distribution, usually at the site of the lesions.

Pain control is often necessary and may be achieved with non-steroidal anti-inflammatory drugs
(NSAIDs).

If pain control is not achieved, amitryptiline, carbamazepine or phenytoin may be tried.

5.9.4. Cytomegalovirus (CMV) infection

CMV may affect multiple systems and organs in immunosuppressed individuals. Symptoms may
include:

fever and diarrhoea from CMV colitis

dyspnoea from CMV pneumonitis

blindness caused by CMV retinitis

the appearance of painful ulcers in the mouth, resulting in difficulty eating.

5.9.4.1. Diagnosis

The most frequent localization is the retina and is diagnosed by a specialized ophthalmologist.
Other localizations require sophisticated equipment and costly tests, such as tissue biopsies and
deoxyribonucleic acid (DNA) hybridization studies.
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5.9.4.2. Treatment
Treatments for CMV Gl disease, neurological disease and retinitis are found in Tables 22-24.

TABLE 22. FIRST-LINE TREATMENT OF CMV G| DISEASE, NEUROLOGICAL DISEASE AND RETINITIS

Antiviral agent Dose Frequency Route Duration
Ganciclovir 5 mg/kg BID v 2-3 weeks
Source: Whitley et al., AIDS Research Group, Martin et al., Jacobson et al., Martin et al. (49-53).

For secondary prophylaxis, long-term treatment with ganciclovir 5 mg/kg given 1V daily may be
necessary.

TABLE 23. SECOND-LINE TREATMENT OF CMV G| DISEASE, NEUROLOGICAL DISEASE AND RETINITIS

Antiviral agent Dose Frequency Route Duration

Foscarnet 90 mg/kg BID v 3 weeks

Source: Whitley et al., AIDS Research Group, Martin et al., Jacobson et al., Martin et al. (49-53).

For secondary prophylaxis, long-term treatment with foscarnet 90 mg/kg given 1V daily may be
necessary.

TABLE 24. SECONDARY PROPHYLAXIS OF CMV RETINITIS
Antiviral agent Dose Frequency Route Duration
Ganciclovir eye implant 900 mg oD PO
+
Valganciclovir Until CD4 count is
(to prevent infection in the over 100-150 cells/
other eye) mm?2 for minimum 3
months

Source: Whitley et al., AIDS Research Group, Martin et al., Jacobson et al., Martin et al. (49-53).

Secondary prophylaxis can be stopped after six months and immune reconstitution to 100-150 CD4
cells/mm3.

5.9.5. Epstein-Barr-virus-related conditions

* Infection with EBV, a herpesvirus, is common in PLHIV and others.
» PLHIV have increased amounts of EBV in their oropharyngeal secretions and higher EBV anti-
body titres than HIV-negative people.
* EBV is thought to cause a number of conditions including:
o oral hairy leukoplakia
o lymphocytic interstitial pneumonitis (LIP)
o non-Hodgkin lymphoma (see section 11.5.8.1 above)
o Burkitt-type lymphoma (see section 11.5.8.2 above)
o pasopharyngeal carcinoma.

5.9.5.1. Oral hairy leukoplakia

* Oral hairy leukoplakia occurs in PLHIV as well as some immunosuppressed transplant recipi-
ents.

» Itis a non-malignant lesion of epithelial cells, presenting as raised, white, corrugated lesions of
the oral mucosa, especially on the lateral aspect of the tongue.

« Itis commonly mistaken for oral candidiasis, as they are frequently found together.

» No specific treatment is available for the condition. Patients are generally advised on good oral
hygiene.
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5.9.5.2. Lymphocytic interstitial pneumonitis (LIP)

LIP occurs primarily in children, but it also occurs in adult PLHIV.

It is characterized by diffused interstitial pulmonary infiltrates that may be confused with TB or
PCP. However, patients with LIP often do not have signs of severe respiratory illness.

No specific treatment is available for LIP.
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lll. General symptoms

1. Persistent generalized lymphadenopathy (PGL) in adults

» The most common clinical manifestation of HIV infection is symmetric generalized lymph node
enlargement.

» Enlarged lymph nodes are generally painless, firm, mobile and rubbery and are most easily pal-
pated in the neck, submental area, axillae and the groin.

» The patient may or may not have other associated symptoms of HIV infection.

» PGL is defined as the presence for more than one month of lymph nodes measuring more than
1 cm in diameter in more than one area of the body other than the groin.

* PGL is a very common feature of HIV infection. In most cases a lymph node histology only
reveals “reactive hyperplasia” or “follicular hyperplasia”. A lymph node biopsy is necessary to
establish a cause.

1.1. Diagnosis

It is important to palpate lymph nodes specifically in the following areas:
 anterior and posterior triangles of the neck

* submental area

» suboccipital area

» anterior and posterior auricular areas

* both axillae

» epitrochlear areas

* both inguinal regions.

Patients with PGL caused by HIV infection may have other features of HIV infection, including:
» oral thrush

» oral hairy leukoplakia

e pruritic skin rash

» hyperpigmented nails

» oral or genital herpes

* involuntary weight loss

* unexplained fever.

PGL may be caused by a number of conditions other than HIV infection, including TB, leukaemia,
lymphoma, KS, syphilis, Chlamydia trachomatis (lymphogranuloma venereum), CMV, toxoplas-
mosis, EBV, cryptococcosis, histoplasmosis and septic skin conditions, bubonic plague and hepa-
titis B.

1.2. Criteria for performing a lymph node biopsy

A patient with PGL should be referred for a lymph node biopsy if presenting with any of the fol-
lowing:

» asymmetrical lymph node enlargement

* massive lymph node enlargement (at least one lymph node >3 cm in diameter)

* lymph node enlargement over a period of observation

» evidence of TB on a chest X-ray

» evidence of hilar lymph node enlargement on a chest X-ray

» evidence of KS elsewhere

» fever, night sweats and weight loss for more than one week.

A diagnosis of HIV-related lymphadenopathy does not rule out other serious diseases like lympho-
ma in unbiopsied lymph nodes. Therefore, with any change in condition, persistent fever or other
suspicious circumstance, a biopsy or lymphadenectomy should be repeated.
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2. Fever

Fever can occur as a result of infection, inflammation or malignancy. Persistent fever in adults
is defined as a body temperature of more than 38°C lasting for more than two weeks.
In PLHIV, the only clinical presentation of HIV infection may be fever. Thus, it is important to
keep in mind a possible diagnosis of HIV infection when managing a patient who presents with
a persistent fever and no obvious cause.
In PLHIV, persistent fever may be accompanied by features of the possible underlying cause,
for example pneumonia, TB, gastrointestinal infection or lymphoma. In adults with persistent
fever, the following factors may suggest the presence of HIV infection:
o a history of unsafe sexual behaviour
o a partner or child known to be HIV-infected
o other features suggestive of HIV infection, such as:

- PGL

- oral or genital thrush

- oral hairy leukoplakia

- pruritic skin rash

- oral or genital herpes

- involuntary weight loss

- darkening of the nails (melanonychia)

- hypopigmentation of the lips

- thinning and straightening of the hair.

3. Weight loss in adults

HIV infection is a common cause of weight loss.

Severe weight loss is defined as involuntary loss of more than 10% of one’s body weight.
Severe involuntary weight loss in PLHIV is known as HIV-associated wasting syndrome or
“slim disease”.

The cause of such wasting is not fully understood. Possible unsubstantiated causes include:

o chronic and recurrent infections

o chronic diarrhoea

o malabsorption

o HIV-induced myopathy

o HIV-induced poor appetite.

3.1. Clinical features

The patient may complain of involuntary weight loss or loss of appetite, with or without fever
and diarrhoea.

Patients with HIV-associated wasting disease are ill and emaciated and may be feverish and
dehydrated.

Oral candidiasis is commonly found in such patients.

The patient may have other features of AIDS, including features of neurological involvement
such as encephalopathy and AIDS dementia complex.

4. Chronic diarrhoea in adults

Adults with chronic diarrhoea complain of frequently passing three or more consecutive loose
stools over 28 days. During the course of the illness the patient may also have episodes of acute
diarrhoea.

The stool does not usually contain blood, except if there is concomitant dysentery.

The patient usually also has a poor appetite and weight loss.

The patient may also be dehydrated, anaemic and wasted.
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* Adults with chronic diarrhoea often have:
o skin and hair changes typically associated with malnutrition
o hypopigmentation of the lips
o darkly pigmented nails
o oral thrush, hairy leukoplakia or lymph node enlargement.

Details on the management of chronic diarrhoea and assessment of dehydration in adults are pro-
vided in Protocol 3, Palliative care for people living with HIV.

5. Oral lesions

Besides candidiadis (see section 11.5.3 above), a large number of other oral lesions may be found in
patients with HIV infection. Some of these are described in Table 25.

around the teeth

TABLE 25. DESCRIPTION AND TREATMENT OF ORAL LESIONS COMMON IN PLHIV
Condition Description Treatment
Gingivitis Swollen and red gums that tend to bleed easily | Metronidazole 400 mg PO BID for 7 days
or erythromycin 500 mg PO QID for 7 days
Pyorrhoea An accumulation of pus in the gingival margin | Gargling with warm salty water after every meal

and brushing the teeth BID

Periodontitis

A painful condition with rapid loss of the bone
and soft tissue supporting the teeth, bleeding of
the gums, tooth loss and possible ulceration

Local debridement, chlorhexidine mouth washes
Amoxycillin 500 mg PO TID
or metronidazole 200 mg PO TID for 5 days

lata at the angles of the mouth and around the
nostrils. (In secondary syphilis, all serological
tests for syphilis are positive.)

Aphthous Painful punched-out ulcers on the mucosal sur- | Oral hygiene and treatment with topical steroids
ulcers face, usually covered in a purulent exudate and
tending to bleed when touched
Stomatitis Inflammation of the mucosa in the oral cavity, Gargling with warm salty water after every meal
often associated with poor oral hygiene and and brushing the teeth BID
invasion of anaerobic bacteria
Cheilitis Inflammation, redness and eventual pallor of No specific treatment available; vitamins A, B
the lips, common in patients with advanced im- | and C and advice on oral hygiene
munosuppression
Secondary Lesions on the buccal mucosa, including moist | Benzathine penicillin 2.4 milliunits IM QW for
syphilis papules, “snail track™ ulcers and condylomata three weeks

or doxycycline 100 mg PO BID for 28 days
or erythromycin 500 mg PO QID for 28 days

6. Skin and nail conditions

6.1. Dermatomycosis
» Fungal skin rashes (dermatomycoses) occur commonly in PLHIV and others.

» Rashes are usually itchy and dry, with visible scales of dead skin.
» The lesions may be found anywhere on the body.

6.1.1. Diagnosis
Fungal elements may be found on microscopic examination of skin scrapes.
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6.1.2. Treatment

Topical applications of antifungal ointments and creams will usually clear the lesions. The follow-
ing may be used for treating dermatomycoses.

TABLE 26. TREATMENT OF DERMATOMYCOSIS

Antifungal preparation | Dose | Frequency | Route | Duration

First-line treatment

Topical miconazole | | TID | Topical | 21 days
or:
Topical clotrimazole | | TID | Topical | 21 days

Second-line treatment

Ketoconazole 200 mg oD PO 1-3 months
or:
Itraconazole 100 mg oD PO 1-3 months
6.2. Onychomycosis

Nails may also become infected with fungi (onychomycosis). The infection can result in discolora-
tion, distortion or destruction of the nails.

6.2.1. Diagnosis

» Diagnosis is usually made on clinical findings.
» Microscopic examination of potassium hydroxide (KOH) preparations of subungual material
may reveal fungal elements.

6.2.2. Treatment

TABLE 27. TREATMENT OF ONYCHOMYCOSIS

Antifungal preparation Dose Frequency Route Duration

First-line treatment

Terbinafine 250 mg oD PO 6 weeks for fingers
12 weeks for toes

or:

Itraconazole 200 mg BID PO For fingers, 1 week each
month for 2 months

For toes, 1 week each

month for 3-4 months

6.3. Seborrhoeic dermatitis

» Seborrhoeic dermatitis is a common presenting feature in PLHIV. It is probably caused by a
fungus known as Pityrosporum ovale (also known as Malasezia furfur).

» The rash is erythematous and scaly. In persons with HIV infection it may be extensive, persis-
tent and recurrent.

6.3.1. Diagnosis

» Diagnosis is made on clinical grounds. The rash appears commonly on the:
o face
o area around nostrils
o nasolabial folds
o eyebrows
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o scalp
o chest
o axillae

o upper trunk
o genital area.

Diagnosis can be confirmed by finding fungal elements on microscopic examination of skin
scrapes.

6.3.2. Treatment

» Frequent skin washing to remove scales is advised.

» Shampooing with selenium sulfide shampoo is effective.

» Topical applications of 1% hydrocortisone are probably the most effective. Ketoconazole 2%
cream has also been shown to be effective.

6.4. Scabies

Scabies is caused by the mite Sarcoptes scabei. The female mite burrows into the skin, and the bur-

rows appear as raised lines up to several centimetres long.

* When a person is infested with scabies mites for the first time, there is usually little evidence of
infestation for the first 2-6 weeks.

» In subsequent infestations, people usually have become sensitized to the mites, and the symp-
toms generally occur within 1-4 days.

* The burrowing of the mites under the skin causes a rash, most frequently found on the:

o hands (particularly the web spaces between the fingers)
o folds of the wrist, elbow or knee

o ulnar margins of the forearms

o penis

o breast

o shoulder blades

* Burrows and mites may be few in number and difficult to find in some cases.

» Severe itching is common, especially at night and frequently over much of the body, including
areas where no mites are living.

» Norwegian scabies, a more severe form more common among immunocompromised patients,
is characterized by vesicles and the formation of thick crusts on the skin, accompanied by abun-
dant mites but only slight itching.

» Complications due to infestation are usually caused by secondary bacterial infections from
scratching.

6.4.1. Diagnosis

» The diagnosis is usually made on finding the rash and burrows.
» Skin scrapes may reveal mites or mite ova on microscopic examination.

6.4.2. Treatment

» The treatment of choice is the topical use of gammabenzene hexachloride 1%, applied to the
whole body from the neck down and washed off after 24 hours in adults and 8 hours in children.
A single application is sufficient.

« Permethrin 1% applications are also useful. Both are applied to affected areas and washed off
after 8 hours.

» These agents should not be used during pregnancy or lactation or on children until 2 % years old.

» lvermectin in a single oral dose of 200 pg/kg is an alternative that is effective for crusted scabies
in immunocompromised people.

* All members of the household and sexual partners should also be treated.

» All clothes, bedding and towels should be washed in hot water, dried and ironed.
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6.5. Staphylococcal folliculitis

Folliculitis is a skin infection that is localized in the hair follicles.

A pustular perifolliculitis occurs commonly in PLHIV.

Usually the condition is caused by Staphylococcus aureus, though other organisms may also be
responsible.

6.5.1. Diagnosis

Diagnosis is made on clinical findings.

Lesions are small (less than 5 mm in diameter), and found in multiple erythematous follicles
that may have a purulent centre.

Lesions are itchy and often found in clusters.

6.5.2. Treatment
Treatment is with antibiotics, such as cephalexin or cloxacillin 500 mg PO QID for 7-21 days.

6.6. Molluscum contagiosum

Molluscum contagiosum is a superficial skin infection caused by the molluscum contagiosum
virus.

The infection is spread through close body contact and may occur through sharing clothing,
bedding or towels or through sexual transmission.

The incubation period varies from several weeks to several months.

Shaving or scratching may cause the infection to spread.

The infection occurs more commonly in immunosuppressed PLHIV.

In comparison to the lesions found on HIV-negative people, those found on PLHIV are:

o more widespread

o more persistent

o much larger

o more difficult to treat.

6.6.1. Diagnosis

The diagnosis is based on the characteristic appearance of the bumps.

The virus invades the skin, causing the appearance of firm, flesh-coloured papules 2-5 mm in
diameter. The lesions contain a white sebaceous material.

The papules can occur anywhere on the body and often remain unchanged for many months,
after which they disappear and may or may not reappeatr.

No diagnostic test for this virus is available.

6.6.2. Treatment

The goal of treatment is to remove the soft centre, after which the papule resolves. As such, each
lesion needs to be treated individually. Various methods are available for the destruction of the le-
sion, including:

curettage

chemical destruction with concentrated phenol
cryotherapy

electrocautery.
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PALLIATIVE CARE FOR PEOPLE LIVING WITH HIV

l. Policy, principles and organization of services

1. Policy

Palliative care is an approach that improves the quality of life of patients and their families when
facing the problems of life-threatening illness. While disease-specific (or “curative”) treatment is
directed at reversing the course of an illness, palliative care is primarily focused on the prevention
and relief of suffering in progressive, incurable disease. Early identification, sound assessment and
effective treatment of pain and other physical, psychosocial and spiritual problems are essential
elements in assuring quality palliative care (1-5). Ideally, palliative care and disease-specific treat-
ment should be integrated throughout the course of chronic, life-limiting illness, rather than being
divided into two completely disconnected treatment approaches. The balance between palliative
and curative therapy should depend in a given situation on the etiology of the patient’s symptoms
and suffering, the possibility of improving these symptoms through disease-specific and/or pallia-
tive interventions, and the availability of resources in the particular country (6).

» Palliative care is a core component of comprehensive HIV/AIDS care.

» Access to palliative care should not be artificially restricted due to political or social constraints.
All patients needing and wanting it should receive it, without exception.

» Palliative care should be provided in accordance with the needs of the patient and WHO stan-
dards of care.

» Treatment for illnesses and conditions should not be withheld at any stage of the disease (for
example, tuberculosis (TB) treatment, antiretroviral treatment (ART) or substitution therapy for
injecting drug users).

» Palliative care should be incorporated as appropriate at every stage of HIV disease, and not only
when the patient is dying.

2. Principles

The guiding principles of palliative care are to:

» provide relief from pain and other distressing symptoms to enhance quality of life;

* integrate the psychological and spiritual aspects of patient care;

» offer support to help patients live as actively as possible;

« offer support to help families cope during illness and bereavement;

» draw on experience and communication between the patient and health care provider (nurse,
physician, family member, etc) to provide the best combination of interventions and medica-
tions;

 affirm life and regard dying as a normal process;

 strive neither to hasten nor postpone death.
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3. Organization of services

The needs of patients and their families can be addressed by a team approach, including
bereavement counselling if indicated.

Palliative care services can be provided as consultative services in hospitals at both inpatient
units and outpatient clinics.

Palliative care services can also be provided in the community, in outpatient settings and as
home-based care, coordinated with hospital services as needed.

Where available, palliative care specialists should be available to AIDS clinical services. In
situations where such access is difficult, AIDS clinics should refer to other institutions where
palliative care specialists and services are available.

AIDS care providers should also be familiar with basic principles of palliative care and be able
to manage routine problems without needing to refer to palliative care specialists.
Nongovernmental organizations should be involved in delivering palliative care.
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Il. General considerations for palliative home care
of people living with HIV (PLHIV)

Care of patients at home and in the community is an essential component of palliative care. Care-
givers’ questions and concerns about safety and infection control can be readily addressed by ref-
erences to simple and longstanding practices which decrease risk of contamination with HIV and
other bloodborne pathogens. Standard infection control measures to prevent the transmission of
HIV have been well established since the 1980s (7, 8). Precautions that should be taken when caring
for someone with HIV/AIDS, whether it be in the hospital, clinic or at home, should be the same.
These precautions are based on the principles of standard infection control and should be in place
and respected at all times. These principles minimize the risk of contamination through infected
blood or other body fluids by considering all such fluids as potentially infectious and applying sim-
ple and consistent techniques for handling and disposing of them.

1. Precautionary measures at home

When palliative care is offered at home, the health care provider (doctor or nurse) should counsel
the home care provider (family member, friend or other service provider) on the following points:
» Family members and other caregivers can safely care for AIDS patients. There is an extremely
low risk of HIV transmission to health care providers and household contacts if the following
hygienic practices are respected.
o Wear latex gloves when in contact with blood and bodily fluids.
o Keep wounds covered (on both caregivers and PLHIV); if they become wet with blood or
other body fluids, change dressings and dispose of properly.
o Clean up blood, faeces and urine with ordinary household bleach while wearing gloves.
o Keep clothing and sheets that are stained with blood, faeces or other body fluids separate
from other household laundry. Use a piece of plastic or gloves to handle soiled items.
o Do not share toothbrushes, razors, needles or other skin-piercing instruments.
o Wash hands with soap and water after changing soiled bedsheets and clothing and after any
contact with bodily fluids.
» There is no risk from casual household contact (no gloves needed).
» Cutlery and other food items, unsoiled clothing and linens, toilets, baths, showers, etc. can be
cleaned with ordinary cleaning products.

2. Education on management of symptoms

The attending doctor or nurse should provide clear instructions to home caregivers on the manage-

ment of symptoms, including:

» explanation of symptom management;

» education in the most immediately necessary areas, teaching a few skills at a time;

» demonstration of skills, such as how to safely give an injection;

» verification of skills and knowledge by asking questions and requesting demonstrations;

» encouraging the care provider to return if there are any questions or concerns;

» ensuring that the caregivers know when and whom to call for help and how to provide back-up,
especially in case of side-effects or drug interactions.
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3. Psychosocial issues for affected families

When recommending palliative home care for PLHIV, the health care worker needs to consider the
family’s emotional state, the home environment and any socioeconomic issues that may affect the
patient and family. Significant factors may include:

frustration, sadness, grief;

family members’ fear of becoming infected if they are not already known to be;

anger and blame for the infection that are directed towards the patient;

stigmatization and discrimination of the patient, family members, friends and other caregivers;
and

concerns about the economic impact of life-threatening illness on the main family wage-
earner(s), and the possibility of orphaning any children.

Actions to be taken include:

assessing if the family is physically and emotionally capable of caring for the patient and other
home responsibilities (may include age-related concerns);

counselling and educating family caregivers;

providing psychological support, referrals to HIV/AIDS psychologists and/or peer support
groups;

assisting in planning for and ensuring care of orphans;

referral to social service agencies for financial, legal and other assistance.



PALLIATIVE CARE FOR PEOPLE LIVING WITH HIV

l11. Initial evaluation

The initial evaluation of PLHIV in need of palliative care, like the initial clinical evaluation of newly
diagnosed PLHIV, should include a complete history, physical examination, general staging of the
illness (i.e. WHO Categories I1-1V), and assessment of any active problems or other issues requiring
intervention or follow-up (see Box 1). (See Protocol 1, Patient evaluation and antiretroviral treat-
ment for adults and adolescents.) In addition, the palliative care-focused evaluation should identify
any significant physical symptoms; the types and degree of pain; any emotional, psychological or
spiritual issues; and any family or social problems.

Box 1. INITIAL EVALUATION OF PLHIV IN NEED OF PALLIATIVE CARE

History

» Present illnesses and treatments administered

» Past medical history, including all comorbidities and past HIV-related complications, other
major illnesses, hospitalizations, surgeries and date of HIV diagnosis

* Medication history

» Substance use and dependence history, including treatment (see Protocol 5, HIV/AIDS treat-
ment and care for injecting drug users)

* Family history

» Social history

» Social resources

* Financial issues

» Current symptoms (i.e. pain, weight loss, anorexia, fatigue, fevers, night sweats, insomnia,
sadness, anxiety, dyspnoea, cough, nausea/vomiting, diarrhoea)

» Chronology of symptoms

» Exacerbating and relieving factors

» Current medications or other treatment for symptoms

» Cause, type and grade of pain?

e Symptom cause, type and characteristics

* Impact:
o of symptoms on functional capabilities
o of symptoms on each other
o of specific therapies on each symptom
o of symptoms on patient’s quality of life

» Mental health history and treatment (e.g. depression, anxiety disorder, delirium, psychosis),
and any current mental health problems

Physical examination
* Full clinical examination
» Systems review including:
o constitutional (fatigue, anorexia, fevers, weight loss)
o neurological
o mental status
o dermatological

Other examinations and tests as required

2 Grading of pain should be on a 0 to 10 scale, with 0 being no pain and 10 being the worst pain imaginable.
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The initial palliative care assessment should result in a staging of the HIV infection; identification
of comorbidities and other relevant medical, mental health, social and environmental conditions;
classification and grading of pain and other symptoms; and an initial plan for addressing the mul-
tiple needs of the patient and the patient’s family in accordance with the conceptual framework of
palliative care outlined in section I above.
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IV. Treatment

Since early in the HIV/AIDS epidemic, patients with HIV have been found to have a high prevalence
of pain and other symptoms (9-24). The source of pain (and most of the other common symptoms
of HIV/AIDS) can be HIV itself, specific opportunistic infections or malignancies, medications
used in the treatment of HIV, and/or other coexisting conditions. Accordingly, the most effective
approach to symptom management may be treating an underlying condition, controlling HIV infec-
tion, changing medications to reduce toxicity and/or treating the symptoms themselves.

1. Pain management
Pain is generally categorized as nociceptive or neuropathic.

Nociceptive pain results in the stimulation of intact nociceptors (pain receptors), and it is
subdivided into:

» somatic pain (involving skin, soft tissue, muscle and bone)

« visceral pain (involving internal organs and hollow viscera) (25).

Nociceptive pain generally responds to non-opioid and opioid analgesics.

In PLHIV, neuropathic pain occurs in at least 40% of patients with advanced disease (21). It is
mostly due to the syndrome of distal symmetric polyneuropathy (DSP), which is an axonal neuropa-
thy apparently caused by HIV infection itself and characterized by numbness, tingling, a “pins and
needles” sensation and allodynia, especially involving the distal lower extremities and feet (26-31).
Neuropathic pain generally responds to non-opioid or opioid analgesics together with adjuvant
medications such as antidepressants or anticonvulsants (1, 2, 24, 29, 31, 32).

In addition, certain antiretroviral agents used in ART, e.g. didanosine (ddl) and stavudine (d4T),
have been associated with a similar toxic neuropathy with comparable symptoms that also affect
the distal lower extremities. In these cases, a change in antiretroviral agent(s) may result in some
improvement, though that is not always the case.

Pain management should begin with a thorough and systematic assessment of pain, including pos-
sible etiologies, and the specific nature of pain. Important characteristics include intensity, type,
interference and relief.

» Pain intensity. Use of a 10-point numeric scale is standard, with 0 as no pain and 10 the worst
possible pain. It is particularly helpful to use the same scale over time in an individual patient,
to monitor any changes on a continuing basis (see Fig. 1 below) (33).

» Pain type. Nociceptive pain may be described as aching, stabbing, deep, dull, pulsating; neuro-
pathic pain may be described as burning, tingling, “pins and needles”, numbness or otherwise
abnormal sensations. Such characterizations can help guide analgesic choice, especially for
suspected neuropathic pain.

» Pain interference. The impact of pain on patients’ functional status, ability to perform usual
daily activities and emotional state should also be documented.

» Pain relief. Conditions or interventions which increase or decrease pain should be elicited.
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Fic. 1. PAIN INTENSITY SCALES

Simple Descriptive Pain Intensity Scale

No Mild Moderate Severe Very Worst
Pain Pain Pain Pain Severe Possible
Pain Pain
0-10 Numeric Pain Intensity Scale
| | | | | | | | | | |
| | | | | | | | | | |
o] 1 2 3 4 5 6 7 8 9 10
No Moderate Worst
Pain Pain Possible
Pain

Visual Analog Scale (VAS)

No Pain as bad
Pain as it could
possibly be

Note: a 10-cm baseline is recommended for any graphic representation of these scales.
Source: Acute Pain Management Guidelines Panel (33).

Severe chronic pain most often occurs with malignancies, chronic pancreatitis, joint problems and
severe neuropathy.

A graded approach for using analgesics to treat mild, moderate and severe pain, along with the
potential use of adjuvant medications at each stage, can be helpful (see Fig. 2) (1). Table 1 below,
expands on this approach indicating starting doses and other recommendations.
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FiG. 2. WHO ANALGESIC LADDER FOR MANAGEMENT OF PAIN IN PLHIV

persisting or
increasing PAIN RELIEF

Pain 3 Strong opioid
persisting or SEVERE +/- non-opioid
increasing PAIN +/- adjuvant

2 Weak opioid
MODERATE +/- non-opioid
PAIN +/- adjuvant

Non-opioid
+/- adjuvant

+/-: with or without.

Mild pain: 1-3 on the 0-10 Numeric Pain Intensity Scale; moderate pain: 4-6; severe pain: 7-10.

Non-opioid analgesics: ibuprofen, indomethicin, acetylsalicyclic acid, paracetamol.

Adjuvants: amtriptyline, imipramine, gabapentin, carbamazepine, valproic acid.

Weak opioids: codeine, hydrocodone.

Strong opioids: morphine, oxycodone, methadone, hydromorphone, fentanyl.

Notes: Adjuvant medications are particularly helpful for neuropathic pain. Not all analgesics will be available in all settings.
Source: adapted from WHO (1).

Some specific considerations are worth noting:

If possible, administer analgesics orally or (assuming no history of rectal abscesses, rectal in-
fection, etc.) rectally. Intramuscular pain management, though sometimes required for severe
pain not responding to oral regimens, can be painful in itself and may pose a risk of infection. If
necessary and available, intravenous or subcutaneous infusion of strong analgesics can be used
as an alternative route of administration, especially in hospital settings but also in the home if
resources permit.

Tailor the analgesic regimen to patterns of sleep, i.e. if possible do not awaken the patient to give
pain medication.

Administer analgesia before the effects of the previous dose have worn off.

Start with a low dose and increase gradually until the patient is comfortable.

For breakthrough pain,* give an extra dose (50-100% of the 4-hourly dose) in addition to the
regular schedule.

While aspirin can be effective in controlling mild-to-moderate pain, care should be taken in us-
ing it due to the increased bleeding tendencies of PLHIV, especially in patients with clinically
significant liver disease. Paracetamol may also be problematic in patients with active liver dis-
ease and should be used cautiously, generally not exceeding 2 g/day in such patients.

1 Breakthrough pain is pain that “breaks through” a regular pain medicine schedule. Breakthrough pain comes hard and fast
and can last up to an hour. It may be an intensified all-over dull pain, or come as a localized sharp stab or fiery sensation.
Breakthrough pain differs from person to person and is often unpredictable.
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TABLE 1.

PAIN MANAGEMENT

Type of pain or treatment

Usual starting dose (adults)

Recommendations

A. Medical treatment?

Step 1: mild pain

Non-opioids

Paracetamol

500-1000 mg every 46 hours
(also available in rectal sup-
positories)

Do not exceed 4 g/day. Use with careful
monitoring in patients with liver disease;
toxicity is dose-related.

Ibuprofen
400 mg every 6 hours

Maximum 2.4 g/day. Contraindicated in pa-
tients with gastrointestinal bleeding and/or
bleeding disorders. Use with caution in
patients with liver disease.

Aspirin (acetylsalicylic acid)
325-500 mg every 4 hours, or
1000 mg every 6 hours

Do not give to children under 12 years old.
Contraindicated in patients with gastroin-
testinal bleeding and/or bleeding disorders.
Use with caution in patients with liver
disease.

Step 2: moderate pain®

Non-opioids

Plus

Opioids®

Paracetamol

500-1000 mg every 4-6 hours
(also available in rectal sup-
positories)

Do not exceed 4 g/day. Use with careful
monitoring in patients with liver disease;
toxicity is dose-related.

Ibuprofen
400 mg every 6 hours

Maximum 2.4 g/day. Contraindicated in pa-
tients with gastrointestinal bleeding and/or
bleeding disorders. Use with caution in
patients with liver disease.

Aspirin (acetylsalicylic acid)
325-500 mg every 4 hours, or
1000 mg every 6 hours

Do not give to children under 12 years old.
Contraindicated in patients with gastroin-
testinal bleeding and/or bleeding disorders.
Use with caution in patients with liver
disease.

Codeine
25-50 mg every 4 hours

If codeine is not available
consider alternating aspirin and
paracetamol.

Codeine is available in fixed-
dose combinations with aspirin
or paracetamol, with 325-500
mg paracetamol or aspirin and
25-60 mg codeine.

Maximum daily dose for pain 180-240 mg
due to constipation, otherwise switch to
morphine. Prevent constipation through use
of a stool softener and bowel stimulant, use
laxatives if needed.

For IDUs, use a non-steroidal anti-inflam-
matory (ibuprofen) before offering codeine.
Be aware of possible abuse of codeine or
morphine-related drugs. Refer to Protocol
5, HIV/AIDS treatment and care for inject-
ing drug users.

Tramadol
50-100 mg every 4-6 hours
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Type of pain or treatment

Usual starting dose (adults)

Recommendations

Step 3: severe pain

Non-opioids

Plus

Opioids®

Paracetamol

500-1000 mg every 46 hours
(also available in rectal sup-
positories)

Do not exceed 4 g/day. Use with careful
monitoring in patients with liver disease;
toxicity is dose-related

Aspirin (acetylsalicylic acid)
325-500 mg every 4 hours, or
1000 mg every 6 hours

Do not give to children under 12 years old.
Contraindicated in patients with gastroin-
testinal bleeding and/or bleeding disorders.
Use with caution in patients with liver
disease.

Oral morphine?
10-20 mg every 3—-4 hours in
tablet or liquid form

IV or IM morphine
5-10 mg every 3-4 hours

Dose can be increased by 50%
after 24 hours if severe pain
persists. There is no ceiling
dose.

Oxycodone?
5-10 mg, every 4 hours

Dose can be increased by 50%
after 24 hours if severe pain
persists.

Hydromorphone
2-4 mg every 4 hours

Fentanyl transdermal patch
25 mcg, replaced every 72
hours

If oral morphine is not available, and
injectable morphine is used rectally, use 5
mg/5 ml or 50 mg/5 ml, according to need
and rate of respiration (no ceiling; consider
withholding if respiration rate is <6/min-
ute).

Prevent constipation through use of a stool
softener and bowel stimulant; use laxatives
if needed.

Pain management for IDUs is the same as
for non-1DUs, only the needed dose of the
analgesic is usually higher.

In case of opioid substitution therapy
(OST), the substitution dose should be
maintained and opioid analgesics added.

Be aware of possible abuse of codeine
and of morphine-related drugs. Refer to
Protocol 5, HIV/AIDS treatment and care
for injecting drug users.

Approximately 4-6 times more potent then
morphine.

Not for use in opioid-naive patients.

B. Treatment for special pain problems

Neuropathic pain

Burning pains, abnormal sensation
pains, shooting pains, “pins and
needles” sensation. Common causes
include HIV-related peripheral neu-
ropathies and herpes zoster.

Use opioids with or without non-opioid analgesics, as above, along with one

of the following adjuvants

Amitriptyline

25 mg at night (because of side-
effects, e.g. fatigue) or 12.5 mg
twice daily (BID)

Wait 2 weeks for response, then increase
gradually to 50 mg at night or 25 mg BID.
As there is no sudden relief, wait 5 days
minimum for a response.

Gabapentin

Maximum 2.4 g/d if on highly
active antiretroviral treatment
(HAART) regimen with prote-
ase inhibitor (PI)

Refer to Protocol 1, Patient evaluation
and antiretroviral treatment for adults and
adolescents, section on Drug interactions
with ARVs.

Carbamazepine
200-400 mg every 6 hours

Monitor white blood cell count and drug
interactions.

Clonazepam
0.5-1.0 mg 2-3 times daily
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Type of pain or treatment

Usual starting dose (adults)

Recommendations

Muscle spasms

Diazepam
5-10 mg 2-3 times daily

Tetrazepam
50 mg/day, up to 200 mg/day in
2 doses

Baclofen

Begin with 5 mg three times
daily (TID), increase every 3
days up to 25 mg TID.

IDUs: before administering consider
carefully the possibility of polysubstance
misuse. Should only be used in the short
term (6-8 weeks maximum).

In terminal care, with no referral

and:

e swelling around tumour;

« severe oesophageal candidiasis
with ulceration and swallowing
problems;

* nerve compression; or

« persistent severe headache due
to increased intracranial pres-
sure.

Dexamethasone
2-6 mg per day

Prednisolone
15-40 mg for 7 days or as pro-
vided by trained health worker

Helpful in terminal care; improves appetite
and makes patient feel comfortable.

Reduce dose to lowest possible.

Withdraw if no benefit in 3 weeks.
Dexamethasone is about seven times
stronger than prednisolone. If prednisolone

needs to be used, multiply the dexametha-
sone dose by seven.

Corticosteroids may cause candidiasis.

Gastrointestinal pain from colic

Butylscopolamine
10-20 mg 2-3 times daily

Butylscopolamine has different half-lives:
IV is more rapid, while per os (PO) is
slower, though dosage remains the same
for both. Start with IV, followed by PO; if
stable PO, dose with IV for peaks.

Codeine
30 mg every 4 hours

Codeine can cause constipation and
worsening of symptoms in injecting drug
users (IDU). Be aware of possible abuse of
codeine or morphine-related drugs.

Trimebutin
100-200 mg TID before meals

C. Non-medical treatment

Psychological, spiritual and/or
emotional support and counsel-
ling to accompany pain medication

Not applicable

Pain may be more difficult to bear when
accompanied by guilt, fear of dying, loneli-
ness, anxiety or depression. Relieve fear
and anxiety by explaining events.

Relaxation techniques, including
physical methods, such as massage
and breathing techniques; and cog-
nitive methods, such as music

Not applicable

Contraindicated if the patient is psychotic
or severely depressed.

@ Administer only one drug from the non-opioid and opioid choices at a time; aspirin every 4 hours can be given along with
paracetamol every 4 hours by offsetting the schedule so that the patient is being given one of the two every 2 hours.

® See equianalgesic dose chart in Annex 1, which can be used to help select or substitute for specific opioid analgesics.
¢ If pain is controlled, reduce morphine rapidly or stop if used for only a short time; reduce gradually if used for more than 2

weeks.

4 Morphine and oxycodone are frequently available in long-acting (sustained-release) forms; the guidelines above refer to acute
pain management, which should be initiated with short-acting preparations and then converted to long-acting formulations if

the need for chronic analgesia persists.




Morphine and other opioids commonly cause side-effects which can generally be prevented or
treated easily through dose adjustment or other simple symptom-specific interventions, as out-
lined in Table 2. Many of these symptoms may diminish on their own over time. Occasionally,
if symptoms are persistent and treatment-limiting with a particular opioid, it may be necessary to
change to another opioid medication. For equianalgesic dose equivalents for opioids, please refer to

Annex 1.
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TABLE 2. MANAGEMENT OF SIDE-EFFECTS OF MORPHINE AND OTHER OPIOIDS

Side-effect

Managmenet

Constipation

Increase consumption of fluids and fibre with fruits and vegetables or
bran supplements.

Give stool softener (docusate 200-800 mg/d) at time of prescribing
plus stimulant (senna 7.5-8.6 mg tablets, 2-4 BID). If no improve-
ment, add laxative such as macrogol 13.125 g/dose once or twice a
day, or lactulose 10-20 ml TID, and if still no improvement, bisoco-
dyl 5-15 mg oral tablets or rectal suppositories as needed.

Prevent by using some or all of the above measures for prophylaxis
(unless chronic diarrhoea).

Nausea and/or vomiting

An antiemetic usually resolves the problem in several days; may need
round-the-clock dosing.

Respiratory depression (rare if oral mor-
phine is titrated against pain)

Usually no need to intervene if respiratory rate >6-8/min.
If severe, consider withholding next opioid dose, then halve the dose.

Confusion or drowsiness (due to the
opioid)

Usually occurs at start of treatment or dose increase.
Usually resolves within a few days.

Can occur at end of life with renal failure.

Halve dose or increase interval between doses.

Itching/twitching (myoclonus — if severe or
present during waking hours)

If on high dose, consider reducing or alternating doses or using two
opioids.

Re-evaluate pain and treatment; pain may not be morphine respon-
sive.

Somnolence

Extended sleep can be from exhaustion due to pain.

If condition persists more than 2 days after starting, reduce dose by
half.

Note: Reducing morphine when the cause of pain is under control depends on the length of use. If morphine has been used
only for a short time, stop or rapidly reduce dosage. If it has been used for >2 weeks, reduce dosage gradually and watch for

withdrawal symptoms.
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TABLE 3. ORAL MORPHINE INSTRUCTIONS FOR FAMILY AND COMMUNITY CARE PROVIDERS

Purpose Instructions
To teach family and community care pro- Oral morphine is a strong painkiller that is only available from spe-
viders how to give small amounts of oral cially trained health workers.
morphine with a syringe and how to deal * To administer oral morphine:
with side-effects. o pour a small amount of morphine liquid into a cup;
o draw up the exact dose into a syringe (using the ml marks);
and

o drip the liquid from the syringe into the mouth (there should
be no needle on the syringe).

» Give prescribed dose regularly every 4 hours — do not wait for
pain to return.

* Give adouble dose at bedtime.

» If the pain is getting worse or reoccurs before the next dose is
due, give an extra dose and inform the health worker — the regular
dose may need to be increased.

* Nausea usually goes away after a few days of morphine and does
not usually come again.

» Constipation should be prevented in all patients except those
with diarrhoea; give local remedies or a laxative such as senna.
If constipation does occur, see Table 2 above and section 1V.11
below for management.

* Dry mouth: give sips of water.

» Drowsiness usually goes away after a few days of morphine. If
it persists or gets worse, halve the dose and inform the health
worker.

» Sweating or muscle spasms: notify health worker.

TABLE 4. PAIN MANAGEMENT INSTRUCTIONS FOR FAMILY AND COMMUNITY CARE PROVIDERS

Purpose Instructions
To teach family and community care provid- | « Explain frequency and importance of administering pain relief
ers how to administer pain medication medicine regularly and of not waiting for the pain to return.
» Stress that dose should be given before the previous dose wears
off.

»  Write out instructions clearly.

To advise family and community care pro- Discuss how to control pain through:

viders on additional methods of pain control. | « emotional support;

» physical methods: touch (stroking, massage, rocking, vibration),
ice or heat, deep breathing;

» cognitive methods: distraction, music, imagery, etc.; and

 spiritual support, including meditation and prayer, while respect-
ing the patient’s beliefs.

2. Symptom management

Patients with HIV/AIDS may experience a wide range of symptoms, involving virtually every
major organ system, as a result of specific opportunistic infections, malignancies, comorbidities,
medication toxicity, substance abuse or HIV infection itself. Many studies from different countries
have documented a high prevalence of symptoms in patients with AIDS (see Table 5) (34). Table
6 summarizes some of the common symptoms in HIV/AIDS and their possible causes, grouped
primarily by organ system, and it also indicates some of the disease-specific and/or palliative care
interventions that may be applied in individual cases. Tables 7-26 present symptom-specific pal-
liative care interventions in more detail, along with suggestions that may be useful for home care
providers. Whenever possible, the particular condition causing the symptom should be treated
(e.g. cryptococcal meningitis that is causing headaches), but often it is just as important to treat
the symptom itself (for example, loperamide or codeine for chronic diarrhoea that is not due to a
specific pathogen).
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TABLE 5. PREVALENCE OF SYMPTOMS IN PATIENTS WITH AIDS

Symptoms Prevalence
Fatigue or lack of energy 48-45%
Weight loss 37-91%
Pain 29-76%
Anorexia 26-51%
Anxiety 25-40%
Insomnia 21-50%
Cough 19-60%
Nausea or vomiting 17-43%
Dyspnoea or other respiratory symptoms 15-48%
Depression or sadness 15-40%
Diarrhoea 11-32%
Constipation 10-29%

Source: based on available descriptive studies of patients with AIDS, predominantly with late-stage disease, 1990-2002, in

Selwyn & Forstein (34).
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3. Management of weight loss

TABLE 7.

MANAGEMENT OF WEIGHT LOSS

Condition

Treatment and dosages (for adults)

Suggestions for home care

General weight loss

Encourage the patient to eat, but do not
force as vomiting may result.

Offer more frequent smaller meals of the
patient’s preferred foods.

Consider possible reasons for weight
loss (tumours, Candida oesophagitis,
TB, atypical mycobacteria, CMV colitis,
cryptosporidiosis).

Avoid cooking close to the patient.

Let the patient choose the foods he/she
wants to eat from what is available.

Accept that intake will decrease as the
patient becomes more ill.

Seek help from trained health worker
in case of rapid weight loss, consistent
refusal to eat or inability to swallow.

Anorexia and severe
fatigue

Prednisolone 5-15 mg daily for up to 6
weeks

Try to stimulate appetite.

Nausea and vomiting

Provide antiemetics (see Table 9).

Offer more frequent smaller meals of the
patient’s preferred foods; do not force the
person to eat.

Thrush or mouth ulcer

See Table 10.

Diarrhoea

See Table 13.

4. Management of fever

Fever may be a side-effect of antiretroviral (ARV) regimens; if suspected, see Protocol 1, Patient
evaluation and antiretroviral treatment for adults and adolescents, Table 11.

TABLE 8.

MANAGEMENT OF FEVER

Condition

Treatment and dosages (for adults)

Suggestions for home care

General fever

Assess and treat cause.

Give paracetamol or acetylsalicylic
acid every 4 hrs (no more than 8 tablets
paracetamol in 24 hours).

Make sure the patient remains hydrated.

Encourage the patient to drink water,
diluted tea or fruit juice frequently.

Use physical methods like wet compress-
es or ice packs.




5. Management of nausea and vomiting

Nausea and abdominal discomfort may be side-effects of ARV regimens or due treatment of op-
portunistic infections; if suspected, see Protocol 1, Patient evaluation and antiretroviral treatment
for adults and adolescents, Table 11, and Protocol 2, Management of opportunistic infections and

PALLIATIVE CARE FOR PEOPLE LIVING WITH HIV

general symptoms of HIV/AIDS, section on Gastrointestinal infections.

TABLE 9.

MANAGEMENT OF NAUSEA AND VOMITING

Condition

Treatment and dosages (for adults)

Suggestions for home care

Nausea and vomiting

Metoclopromide 10 mg every 4-8 hours

Haloperidol 1-2 mg once daily (OD) or
BID

Chlorpromazine 25-50 mg every 6-12
hours

Cyclizine 50 mg up to four times daily

Clemastine 1 mg BID

Cetirizine 10 mg OD

Hydroxyzine 25-50 mg three or four
times daily

Ondansetron 8 mg OD or BID

Seek foods the patient likes that cause less
nausea.

Offer smaller meals and have the patient
drink frequently and slowly.

Seek help from trained health worker for:
» vomiting more than once a day

e dry tongue

e passing little urine

» abdominal pain.

6. Management of mouth ulcers or pain on swallowing

Be aware that mouth ulcers or painful swallowing may be caused by CMV ulcers of the mouth or

oesophagus, herpes infection or candida oesophagitis.

Candida (oral thrush)

Miconazole buccal tablets
1 tablet OD for 7 days
If severe and/or no response:

Fluconazole

initial loading dose: 200 mg (1 day);
maintenance: 100 mg daily for 10-14
days or until symptoms resolve

Aphthous ulcers

Prednisolone applied as crushed grains
Dexamethasone solution as mouthwash
Kenalog cream applied to sores

Herpes simplex

Aciclovir 400 mg PO 5 times a day

Foul-smelling mouth due
to oral cancer or other
lesions

Metronidazole mouthwash: crush 2 tab-
lets in water and rinse mouth.

TABLE 10.| MANAGEMENT OF MOUTH ULCERS OR PAIN ON SWALLOWING
Condition Treatment and dosages (for adults) Suggestions for home care
General — Use soft toothbrush to gently scrub teeth,

tongue, palate and gums.

Rinse mouth with diluted salt water (a
pinch of salt in a glass of water) after
eating and at bedtime (usually 3—-4 times
daily).

Topical anaesthetics can provide some
relief.

Dissolve 2 aspirin in water and rinse the
mouth with it up to four times a day.

Pain relief may be required (see Table 1).

Remove food leftovers with gauze/cloth
soaked in salt water.

Soft foods may decrease discomfort.

Textured foods and fluids may be swal-
lowed more easily.

Avoid very hot, cold or spicy foods.

109



110

HIV/AIDS TREATMENT AND CARE CLINICAL PROTOCOLS FOR THE WHO EUROPEAN REGION

7. Management of dry mouth

side-effect.

TABLE 11.| MANAGEMENT OF DRY MOUTH
Condition Treatment Suggestions for home care
Dry mouth Review medications; condition could be a | Give frequent sips of drinks.

Moisten mouth regularly with water.

Let the person suck on fruits such as
oranges (citrus fruits should be avoided in
cases of sores).

Significant lack of saliva

Refer to dentist.

8. Management of hiccups

TABLE 12.

MANAGEMENT OF HICCUPS

Condition

Treatment and dosages (for adults)

Suggestions for home care

General, or with oral
thrush

Fluconazole 100 mg/d, if severe start
with 200 mg followed by 100 mg per day
until symptoms resolve)

Advanced cancer with
distended stomach

Simethicone (up to 100 mg TID (reduces
flatulence)

If no response to simethi-
cone or recurrence of
condition

Metoclopromide (10 mg tablet, 1-2
tablets 3—4 times daily)

Haloperidol (5 mg tablet: from ¥ to 1
tablet 1-3 times daily)

Brain tumour

Anti-epileptic medication

First try manoeuvres to control hiccup-

ing. Have the patient stimulate the throat

by:

* quickly eating 2 heaped teaspoons

sugar;

 drinking cold water;

» eating crushed ice; or

 rubbing the upper palate with a clean
cloth (towards the back where it is
soft).

Or have the patient interrupt normal

breathing by:

 holding breath or breathing into paper
bag, stopping if discomfort occurs; or

* pulling the knees to the chest and
leaning forward (compressing the
chest).




9. Management of diarrhoea

Diarrhoea may be a side-effect of ARV regimens (see Protocol 1, Patient evaluation and antiret-
roviral treatment for adults and adolescents, Table 11); other causes include CMV colitis, crypt-
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osporidiosis, microsporidiosis, giardiasis, Kaposi sarcoma, other infective agents, etc.

tion.

Use oral rehydration solution (ORS) if
large volume of diarrhoea.

Suggest a supportive diet.

Give constipating drugs, unless there is
blood in stool or fever, or if patient is
younger than 5 or elderly.

Loperamide 4 mg to start, then 2 mg af-

ter each loose stool (maximum 12 mg/day,

though some patients need more)

Or (if approved):

e codeine 10 mg TID (up to 60 mg
every 4 hours); or

» oral morphine 2.5-5.0 mg every 4
hours (if severe)

Rectal tenderness

Local anaesthetic ointment or petroleum
jelly

Incontinence

Petroleum jelly to protect perianal skin

TABLE 13.| MANAGEMENT OF DIARRHOEA
Condition Treatment and dosages (for adults) Suggestions for home care
General Increase fluid intake, to prevent dehydra- | Encourage the patient to drink plenty of

fluids to replace lost water (given in small
amounts, frequently).

Increase frequency of small amounts of
food intake, such as rice soup, porridge,
ORS, bananas, other soups. Be careful
with milk and chocolate.

Special care for rectal area:

 after the person has passed stool, clean
with toilet paper or soft tissue paper;

» wash the anal area three times a day
with soap and water; and

 if the patient feels pain when passing
a stool, apply petroleum jelly around
the anal area.

Seek help of a trained health worker for
any of the following:

* vomiting with fever

blood in stools

diarrhoea for more than 5 days
increasing weakness

broken skin around the rectal area
perianal ulcers.

10. Assessment of dehydration in adults

An assessment of the state of hydration is essential in the management of persons with chronic

diarrhoea.

TABLE 14.| ASSESSMENT OF DEHYDRATION IN ADULTS

o Dehydration
Clinical features -
Mild Moderate Severe
General condition | Weak Weak Restless, irritable, cold, sweaty,
peripheral cyanosis

Pulse Normal Slight tachycardia Rapid, feeble

Respiration Normal Normal Deep and rapid

SKkin elasticity Normal Pinch retracts slowly Pinch retracts very slowly
Eyes Normal Sunken Deeply sunken

Mucous Slightly dry Dry Very dry

membranes

Urine flow Normal amount; urine dark | Reduced amount; dark No urine; bladder is empty

amber in colour
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11. Management of constipation of more than two days

ally.

Other constipation

Give stool softener/bulk agents, varying
the dose for the individual:

* abulk-enhancing agent the first time,
e.g. bran 4 tablets/day or psyllium
2-3 tablespoons in water/juice up to
TID;

macrogol, 13.125 g/dose, 1-2/day;
lactulose, 10-20 ml TID;

bisocodyl 5-15 mg at night; or
senna 2 tablets to start (7.5-8.6 mg
each) TID, up to 2 tablets every 4
hours).

Remember: always provide a bowel regi-
men with stool softener, with or without

a stimulant, to patients being treated with
opioids such as morphine or codeine.

TABLE 15.| MANAGEMENT OF CONSTIPATION OF MORE THAN TWO DAYS
Condition Treatment and dosages (for adults) Suggestions for home care
Impacted Perform rectal exam and remove manu- Offer drinks often.

Encourage consumption of fruit (includ-
ing dried fruit), vegetables, linseed por-
ridge, soft foods.

Give a tablespoon of vegetable oil before
breakfast.

Have the patient gently put petroleum
jelly or soapy solution into the rectum,

or do it yourself if the patient cannot. For
this procedure, as for any contact with
potentially infective matter, use protective
gloves.

12. Management of incontinence

TABLE 16.

MANAGEMENT OF INCONTINENCE

Condition

Treatment and dosages (for adults)

Suggestions for home care

Incontinence of urine or
faeces

» Assess for possible neurological | ¢

reasons (cerebral toxoplasmosis
or other opportunistic infections
(). _

For males: use urine bottle, con-
dom or catheter.

For females: consider catheteriza-
tion.

In general consider diapers,
regardless of patient sex.

Keep stools firm with loper-
amide (see Table 13).

Change pads or diapers regularly.
» Keep skin clean and dry; apply protective
ointments as needed.




13. Management of itching

Skin rashes, both mild and severe, can be a side-effect of ARV regimens; if suspected, see Protocol
1, Patient evaluation and antiretroviral treatment for adults and adolescents, Table 11.
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TABLE 17.

MANAGEMENT OF ITCHING

Condition

Treatment and dosages (for adults)

Suggestions for home care

Scabies, prurigo, eczema,
ringworm, dry itchy skin,
psoriasis, icterus

Assess whether condition is a side-effect
of medication.

General care

e Local steroid creams may be useful if
inflammation is present in absence of
infection (bacterial, fungal or viral).

* Antihistamines:

o chlorpheniramine 4-5 mg BID,
cetirizine 10 mg OD, hydroxy-
zine 25-50 mg TID;

o diphenhydramine 25-50 mg at
bedtime or up to TID, possibly
useful for severe itching.

« For skin infections, use 0.05%
chlorhexidine rinse after bathing.

¢ For itching from obstructive jaundice,
try prednisolone (20 mg OD) or
haloperidol (2 x 1 mg OD).

« For eczema, gently wash with warm
water and dry skin. Do not use soap.
Topical steroids may be used for the
short term (but not on face).

¢ For ringworm, use compound
benzoic and salicylic acid oint-
ment (Whitfield ointment) or other
antifungal cream. If extensive, use
fluconazole (start with 200 mg on
first day, followed by 100 mg OD).

e Consider treatment for scabies even if
there are no typical lesions (ivermec-
tine 200 g x 1 dose; see Protocol 2,
Management of opportunistic infec-
tions and general symptoms of HIV/
AIDS, section on General symptoms,
scabies.)

e For psoriasis, use coal tar ointment
5% in 2% salicylic acid and expose to
sunlight 30—-60 minutes per day.

Try any of the following:

< applying petroleum jelly to the itchy
area;

e putting one spoon of vegetable oil in
5 litres of water to wash the patient;

« diluting one teaspoon of chlorhexi-
dine in a litre of water and applying
after bathing; or

« using warm water for bathing.

Seek help from a trained heath worker
for painful blisters or extensive skin
infection.
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14. Management of bedsores

TABLE 18. MANAGEMENT OF BEDSORES

Condition

Treatment and dosages (for adults)

Suggestions for home care

Signs of infection

All patients need skin care to avoid pres-
sure sores.

Ensure infection is not from another
source.

If redness, tenderness, warmth, pus
or crusts present, assess for fever; if
systemically unwell, or if infection
extends to muscle, refer to hospi-
tal, start I'V/IM antibiotics (or oral
cephalexin or dicloxacillin).

Start cephalexin or dicloxacillin
500/1000 mg four times daily (QID)
if any of the following present:

o lesion greater than 4 cm

o red streaks

o tender nodes

o more than 6 abscesses.

Drain pus if fluctuant, elevate limb
and follow up next day.

If sores are only red, tender and
warm, clean them with antiseptic,
drain pus if fluctuant and follow up in
two days.

For ill-smelling tumours or ulcers use
crushed metronidazole to cover the
affected area.

Soothing the pain of bedsores and has-

tening their healing

e For small sores, clean gently with
salty water and allow to dry.

« For bedsores that are not deep, leave
the wound open to the air.

e If painful, give painkillers such as
paracetamol or aspirin regularly.

e For deep or large sores, gently clean
and cover with clean light dressing
daily to encourage healing.

e Seek help from a trained health
worker for any discoloured skin, or if
bedsores worsen.

Preventing bedsores in bedridden PLHIV

¢ Help the patient to sit up in a chair
from time to time if possible.

e Lift patient up in the bed — do not
drag patient, as it can break the skin.

¢ Change the patient’s position on the
bed often, if possible every 1-2 hours
— use pillows or cushions to maintain
position.

e After bathing, dry skin gently with a
soft towel.

e Qil the skin with cream, body oil,
lanolin or vegetable oil.

* Massage back, hips, elbows and
ankles with petroleum jelly.

e If there is leakage of urine or stools,
protect the skin with petroleum jelly
applied around the genital area, back,
hips, ankles and elbows.

* When passing urine or stool in bed,
the patient should be supported over
the receptacle so as to avoid injury
and soiling of linen.

Bedding suggestions

¢ Keep bedding clean and dry.

* Put extra soft material, such as a soft
cotton towel, under the patient.

* For incontinent PLHIV, use plastic
sheets under the bed sheets to keep
the mattress dry.
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15. Management of mental health problems

For individuals living with HIV, attention to and care of mental health is of particular significance.
For example, studies suggest that people living with HIV who suffer from depression have low-
er levels of adherence to HIV medication. On the other hand, antidepressant treatment improves
adherence to antiretroviral treatment among depressed PLHIV (35).

Mental health issues in PLHIV may arise independently of HIV as part of an associated illness
(organic cause), or as a reaction to the HIV diagnosis or related stressors and social issues, such as
stigmatization and health uncertainty.

Anxiety disorders cover a broad spectrum. Anxiety can be non-pathological, or it can present as part
of another illness, such as depression or thyrotoxicosis. In other cases, it presents as an independent
entity, ranging from anxiety that is pervasive and persistent (generalized anxiety disorder, or GAD)
to anxiety in specific situations, either with an identifiable source (a traumatic event or phobic
entity) or without, as in panic attacks. For each type, severity may also vary from mild to severe.

TABLE 19. MANAGEMENT OF ANXIETY

Condition Treatment and dosages (for adults) Suggestions for home care

GAD Counsel on managing anxiety in accord- | Helping with anxieties
ance with the specific situation, teach e Take time to listen to the patient.
relaxation techniques, listen carefully * Discuss the problem in confidence.
and provide emotional support. e Soft music or massage may help the

patient to relax.

« Connect the patient with appropriate
support groups.

« In case of increasing anxiety or
depression, refer to a health care
provider.

Self-help based on cognitive behav-
ioural therapy (CBT) principles should
be encouraged, or a CBT referral made if
available. CBT involves a short course of
sessions with a psychologist or psychia-
trist to explore the origins and warning
signs of depression and learn skills to
manage it.

A selective serotonin reuptake inhibi-
tor (SSRI) is an appropriate first-line
pharmacological treatment, e.g. citalo-
pram 10 mg OD for the first week,
increasing to 20 mg or higher (max. 60
mg/day) for several weeks.

A benzodiazepine can provide rapid
symptomatic relief from anxiety but
because of tolerance and dependence
should not be used beyond 2—4 weeks. It
may be useful at the start of SSRI treat-
ment to prevent an initial worsening of
symptoms.

Panic disorder An SSRI should be used as a first-line
treatment.

If the SSRI is contraindicated or ineffec-
tive, clomipramine can be used (25 mg
OD to start, increased over 2 weeks to
daily dose 100-150 mg)

Self-help based on CBT principles
should be encouraged, with referral for
CBT if available.

Phobic disorders An SSRI may be begun. CBT is par-
ticularly important, for example, using

graded exposure techniques.
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16. Management of sleeping problems

Insomnias are disorders in initiating or maintaining sleep. They may be divided into initial insom-
nia, middle insomnia and early-morning wakening. In many cases the insomnia is a symptom of
another mental or physical disorder, such as:

e unmanaged pain

e anxiety

* depression

» drug withdrawal (e.g. from alcohol, diazepam or heroin).

Insomnia, nightmares and somnolence can all be side-effects of certain ARV regimens, especially
those with efavirenz; if suspected, see Protocol 1, Patient evaluation and antiretroviral treatment
for adults and adolescents, Table 11.

TABLE 20. MANAGEMENT OF INSOMNIA

Condition Treatment and dosages (for adults) Suggestions for home care
Insomnia Ascertain whether the underlying cause | Listen to the fears that may be keeping
of insomnia has been addressed, e.g. the patient wake, and respond to these

depression, anxiety, mania, pain or sub- | fears in a reassuring manner.
stance withdrawal.

In the absence of such causes, better Reduce noise where possible.

sleep hygiene should be considered.

e Exercise in the daytime, use relaxa-
tion techniques such as meditation
or listening to calming music, and ob-
serve a routine of retiring and rising
at the same time each day.

e Daytime napping and using the bed
for daytime activities should be
discouraged and caffeine and alcohol
intake reduced, especially at night-
time.

Do not give the patient strong tea or cof-
fee late in the evening.

Treat pain if present.

For initial insomnia, getting up after
20 minutes and engaging in a relaxing
activity before returning to bed may be
recommended.

In some individuals, short term use of a
benzodiazepine (e.g. temazepam 5-10
mg at night) or another hypnotic (such as
3.75-7.5 mg zopiclone) can be taken at
least one hour before retiring. Either one
can be continued for a maximum of 3—4
weeks, to avoid tolerance and depen-
dence. Longer term treatment may be
beneficial in a small number of cases, but
may cause rebound insomnia; hypnotics
should be tapered slowly.

17. Management of affective disorders

17.1. Depression

Symptoms of depression include:

* low moods, reduced energy, decreased activity and diminished capacity for enjoyment;

» reduced interests and concentration, and marked tiredness after even minimum effort;

 disturbed sleep and diminished appetite; and

* reduced sense of self-esteem and self-confidence (even in mild depression), often with some
feelings of guilt or worthlessness.
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The lowered mood varies little from day to day, is unresponsive to circumstances and may be ac-
companied by so-called “somatic” symptoms, such as early-morning awakening, marked psycho-
motor retardation, agitation, loss of appetite, weight loss and loss of libido.

TABLE 21.

MANAGEMENT OF DEPRESSION

Condition

Treatment and dosages (for adults)

Suggestions for home care

Depression (general)

Assess and classify as to suicide risk,

major or minor depression, complica-

tions from loss or other difficult life

events.

e Consult with a psychiatrist for treat-
ment

» Consider whether the condition may
be due to effects of medication, e.g.
efavirenz; see Protocol 1, Patient
evaluation and antiretroviral treat-
ment for adults and adolescents,
Table 11.

Provide support and counselling.

Mobilize family and friends for sup-
port, and refer patient to PLHIV support
groups or religious support groups.

Do not leave alone if suicide risk:

e counsel;

* help patient find a solution if sleep-
disturbed; and

o follow up.

Mild depressive episode
Symptoms from two or
three of the symptom groups
listed in the text are usually
present. The patient is usu-
ally distressed by them but
is probably able to continue
with most activities.

Antidepressants are not recommended,
as monitoring, problem-solving and
exercise are more important.

Moderate depressive epi-
sode

Symptoms from all four
groups listed in the text are
usually present, and the
patient is likely to have great
difficulty in continuing with
ordinary activities.

For a single moderate episode of de-
pression, it is advised that treatment be
continued for 4-6 months; longer for
multiple episodes.

First-line treatment should be an SSRI,
e.g. citalopram 10-20 mg/d, increas-
ing with monitoring over several weeks
to a maximum of 60 mg/d. The lowest
possible therapeutic dose should always
be used.

In the early stages of SSRI use, the
patient should be closely monitored for
restlessness, agitation and suicidal ten-
dencies. Many PLHIV find the potential
side-effect of reduced libido unaccept-
able.

Second-line therapy should be con-
sidered if SSRI is poorly tolerated or
ineffective after 6-8 weeks. An antide-
pressant from another class (usually a
tricylic or an MAO inhibitor, e.g. ami-
tryptyline initially 25 mg TID) can then
be used, with reference to a standard
text for guidelines on withdrawing or
substituting. However, it must be borne
in mind that tricylics are very toxic in
overdose, so they should not be consid-
ered if there is a risk of self-harm. An
alternative SSRI could also be tried, e.g.
sertraline commencing at 50 mg daily.

Caution: The herbal antidepressant

St John’s wort interacts with Pls and
NNRTIs, leading to low levels of these
drugs in the blood and risking the devel-
opment of drug-resistant HIV. It is thus
not recommended for patients taking
Pls or NNRTIs.
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Condition

Treatment and dosages (for adults)

Suggestions for home care

Severe depressive episode
without psychotic symptoms
Several of the above symp-
toms are marked and dis-
tressing, typically loss of
self-esteem and feelings

of worthlessness or guilt.
Suicidal thoughts and acts
are common, and several “so-
matic” symptoms are usually
present.

For severe or resistant depression, a
combination of antidepressants and
CBT is recommended.

Depending on the severity of the
depression and the risk to the patient, a
mental health specialist may consider
lithium (enough to achieve a plasma
level of 0.4-1.0 mmol/litre), electrocon-
vulsive therapy or venlafaxine (start-
ing dose 75 mg/day), with appropriate
advice to the patient, including baseline
tests: a minimum of electrocardiogram
(ECG), thyroid and renal function for
lithium, and ECG and blood pressure
for venlafaxine.

Educate patient and family about medica-
tion.

Refer for counselling.

Ensure follow-up.

Severe depressive episode
with psychotic symptoms

A severe episode of depres-
sion with hallucinations, delu-
sions, psychomotor retarda-
tion or stupor.

Psychotic symptoms may require com-
mencement of an antipsychotic, follow-
ing review by a mental health specialist.

Suicidal thoughts

Assess if the person has a plan and the
means to carry out suicide. If so, con-
sider patient to be high risk and refer for
hospitalization.

Do not leave alone.
Remove harmful objects.

Mobilize family and friends.

17.2. Mania and bipolar affective disorder (BPAD)

Individuals with HIV may suffer comorbidly from BPAD, which is characterized by two or
more episodes of mood disturbance, including one that is manic or hypomanic.

Mania has been documented as occasionally presenting in individuals with no personal or fam-
ily history of BPAD, but with advanced HIV or very low CD4 counts.

Typical signs of mania and BPAD:
Mood is elevated out of keeping with the patient’s circumstances and may vary from carefree
joviality to almost uncontrollable excitement.
Elation is accompanied by increased energy, resulting in overactivity, pressure of speech and a
decreased need for sleep. There is often marked distractibility. Self-esteem is often inflated with
grandiose ideas and overconfidence.
Loss of normal social inhibitions may result in behaviour that is out of character as well as reck-

less or inappropriate.

In addition, delusions (often grandiose) or hallucinations may be present.
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TABLE 22. MANAGEMENT OF MANIA AND BPAD

Condition Treatment and dosages (for adults) Suggestions for home care
Mania and BPAD Mood stabilizers — including lithium Caregivers can help with medication
(plasma level 0.4-1.0 mmol/litre), compliance and identification of early

valproate semisodium, lamotrigine and | warning signs of mood disorders.
gabapentin — can be used with caution.

Valproate semisodium is an enzyme
inhibitor, so that as with most psycho-
tropics to varying degrees, its potential
effect on ARV levels should be consid-
ered when starting or stopping valproate
semisodium.

Caution: carbamazepine should gener-
ally not be used because of interactions
with ARVs and risk of agranulocytosis.

CBT can also play an important role in
helping provide the patient with the skills
to recognize the warning signs and trig-
gers of mood swings.

Psychotic symptoms may require com-
mencement of an antipsychotic, follow-
ing review by a mental health specialist.

18. Management of dementia

Dementia is a syndrome due to brain disease, usually of a chronic or progressive nature, in which

there is disturbance of multiple higher cortical functions, including memory, thinking, orientation,

comprehension, calculation, learning capacity, language and judgement. It should be noted with

dementia that:

» consciousness is not clouded; and

» impairments of cognitive function are commonly accompanied, and occasionally preceded, by
deterioration in emotional control, social behaviour (e.g. disinhibition) or motivation.

Individuals with HIV may also present with cognitive impairment or apparent dementia for other

reasons.

» Depression and anxiety can present with forgetfulness and concentration difficulties, so should
be excluded from a diagnosis of dementia.

» Acute infection may also present with confusion (delirium), and should also be excluded.

» Inaddition, some people with advanced HIV and very low CD4 counts may present with cogni-
tive impairment that is thought to be due to the effects of HIV on the CNS, or possibly to the
immune response to the virus.
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Dementia with behavioural
changes such as aggression
or restlessness

such as depression and delirium.

¢ Assess for reversible causes of
dementia, such as normal pressure
hydrocephalus, operable tumours,
hypothyroidism, neurosyphilis and
vitamin B12 and folate deficiencies.
Treat accordingly.

e Consider pain or fear as possible
causes, and treat accordingly.

¢ The mainstay of treatment for HIV-
associated dementia is HAART.

Non-pharmacological strategies are
preferable, such as attempts to commu-
nicate patiently. Medication may also be
considered, e.g. low dose quetiapine
(12.5 mg daily), if the patient is dis-
tressed. When the patient is being cared
for at home, carer support, including
relief for the caregiver, should be offered
where resources allow. Reducing rest-
lessness may also be more critical in the
home environment, since the family may
be adversely affected by this behaviour
over time.

Paranoia, severe agitation
or distress at night
Distress, particularly if
patient is experiencing
paranoid delusions or other
psychotic symptoms

Again, non-pharmacological strategies
are preferable, such as attempts to com-
municate patiently. Medication may be
considered, e.g. low dose quetiapine
(12.5 mg daily), if the patient is dis-
tressed, following careful psychiatric
assessment of the nature of the patient’s
symptoms and experiences. Due attention
should be given to the increased risk of
falls if medication is given.

TABLE 23. MANAGEMENT OF DEMENTIA
Condition Treatment and dosages (for adults) Suggestions for home care
Dementia e Assess for alternative explanations, As far as possible, keep patient in a

familiar environment.

« Keep things in the same place, easy
to reach and see.

e Keep a familiar pattern to the day’s
activities.

« Remove dangerous objects.

e Speak in simple sentences, one per-
son at a time.

e Keep noise down.

e Make sure somebody is always
present to look after the patient.

19. Management of cough or difficulty breathing

Cough or difficulty breathing may be due to common opportunistic infections seen in HIV/AIDS
or to immune reconstitution syndrome, which is usually seen within two to three months of starting
ART. If the latter is suspected, see Protocol 1, Patient evaluation and antiretroviral treatment for

adults and adolescents, section on immune reconstitution syndrome.
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TABLE 24.

MANAGEMENT OF COUGH OR DIFFICULTY BREATHING

Condition

Treatment and dosages (for adults)

Suggestions for home care

Dyspnoea with broncho-
spasm

Give oxygen via mask if possible.

Asthma protocols

¢ Give bronchodilators by metered-
dose inhaler with spacer/mask or
nebulizer. Continue until patient is
not able to use them or has very shal-
low or laboured breathing.

¢ Give prednisolone 1 mg/kg per day
(usually 60 mg in one dose in the
morning); wait one week to assess
response, than slowly reduce by 10
mg over a week.

Heart failure or excess
fluid

Furosemide 40-160 mg/day in a single
or divided dose until symptoms improve
(monitor for overdiuresis)

Cough with thick sputum

* Administer nebulized saline.

¢ If more than 30 ml/day, try expiratory
technique (“huffing”) with postural
drainage.

e Avoid tracheal suction, which is very
distressing to the patient.

Excessive thin sputum

Hyoscine (make use of its anticholiner-
gic side-effect) 10 mg every 8 hours

Pleural effusion (due to
Kaposi sarcoma, pneumo-
nia, etc.)

Aspirate pleural fluid if possible (see also
Protocol 2, Management of opportunis-
tic infections and general symptoms of
HIV/AIDS).

Dry cough

Codeine 5-10 mg QID or, if no response,
oral morphine (2.5-5 mg) as long as
needed (try to reduce after one week)

New productive cough
more than 2 weeks

B

¢ Send three sputum samples for acid-
fast bacilli (AFB) testing.

¢ See Protocol 4, Management of
tuberculosis and HIV coinfection.

e Continue treatment to prevent trans-
mission.

Dyspnoea in terminal
patients

e Oral morphine/tramadol in small
dose.

« For patients not already on oral
morphine for pain, give 2.5 mg every
6 hours; if no relief increase dose
progressively by clinical measures;
treat pain and anxiety.

¢ For patients already on oral mor-
phine, increase dose progressively by
25%.

For simple cough

e Use local soothing remedies, such as
honey, lemon or steam (plain or with
eucalyptus).

< If patient has a new productive cough
for more than two weeks, it may be
tuberculosis. Arrange with health
worker to send three sputum samples
for examination for TB.

In addition to treatment given by a health

worker

e Help the patient into the best position
to ease breathing — usually sitting up.

e Leaning slightly forward and resting
arms on a table may help.

e Use extra pillows or some back sup-
port.

e Open windows to allow in fresh air.

¢ Fan with a newspaper or clean cloth.

e Give patient water frequently to
loosen sputum.

For safe handling and disposal of sputum

* Handle with care to avoid spreading
infection.

e Use atin for spitting and cover it.

e Empty the container in the toilet and
wash the tin with a detergent or clean
with boiled water.

For easing use of remaining lung func-

tion

« Plan activities to accommodate
breathlessness.

* Avoid crowding, cooking and smok-
ing in the patient’s room.
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20. Prevention of contractures and stiffness

TABLE 25.

PREVENTION OF CONTRACTURES AND STIFFNESS

Condition

Treatment and dosages (for adults)

Suggestions for home care

Stiffness and contractures

Muscle spasms

Diazepam 5-10 mg 2-3 times daily

Tetrazepam 50 mg/day, up to 200 mg/
day in 2 doses

Baclofen starting 5 mg TID, increasing
every 3 days up to 25 mg TID

Do not confine — encourage mobility.

Do the following simple range-of-motion

exercises if patient is immobile.

» Exercise limbs and joints at least
twice daily.

» Protect joints by holding the limb
above and below and support it as
much as possible.

* Bend, straighten and move joints as
far as they normally go. Be gentle
and move slowly without causing
pain.

* Stretch joints by holding as before
but with firm steady pressure.

* Bring the arms above the head and
lift the legs to 90 degrees — let the
patient do it as far as possible and
help the rest of the way.

Massage the patient.

21. Management of vaginal discharge from cervical cancer

TABLE 26.

MANAGEMENT OF VAGINAL DISCHARGE FROM CERVICAL CANCER

Condition

Treatment and dosages (for adults)

Suggestions for home care

Vaginal discharge from
cervical cancer

Metronidazole 100 mg tablets as pessary

oD

Provide daily hygiene.

Patient can sit in basin of water with
pinch of salt, twice daily if possible.

22. Drug interaction considerations

There are a few instances in which medications used in palliative care are not recommended for use
with antiretroviral agents such as the more potent Pls (e.g. ritonavir and indinavir) or NNRTIs (e.g.
nevirapine and efavirenz), due to drug interactions mediated through the cytochrome P450 enzyme
system involved in hepatic metabolism. These substances to avoid include triazolam, midazolam,
terfenadine, astemizole and St John’s wort (36—40). In most other cases, such as longer-acting ben-
zodiazepines, anticonvulsants and tricyclic antidepressants, it is recommended rather that clinicians
monitor patients closely for evidence of under- or overmedication, and that therapeutic drug level
monitoring be used in instances where it is available and may provide useful additional informa-

tion.
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V. Special advice for terminal care

It is very helpful in the care of dying patients for family members to understand and anticipate
some of the medical, emotional and spiritual changes that can occur as part of the normal process of
dying in the last months of life. The health care team can play an important role in educating fam-
ily members and other caregivers about end-of-life issues, including what to expect over the final
course of the illness. At the end of this section, Table 27 presents a general prognostic timeframe for
approaching the end of life, describing typical patient features and interventions that may be help-
ful in the last months, weeks, days and hours of life. General recommendations for working with
patients’ families in end-of-life care are presented immediately below.

1. Preparing for death

Encourage communication within the family. A family meeting may be useful to identify the
fears and worries and of the patient and of the family.

Talking with the patient to establish the patient’s understanding and prognosis of the disease is
important.

Discuss worrisome issues such as custody of children, family support, future school fees, old
quarrels and funeral costs.

Let the patient know he/she will be loved and remembered.

Talk about death if the person so wishes. Find out if the patient has ever seen anyone die and
his or her own fears about death. Such fears may have a basis in physical and/or psychological
ones.

Make sure the patient gets help in addressing any feelings of guilt or regret.

Respond to spiritual needs as the patient requests, providing connections with spiritual counsel-
lors or religious institutions of the patient’s choice.

2. Presence

Be present with compassion.
Visit regularly, hold hands, listen and talk.

3. Caring

Provide comfort measures, such as:

moistening lips, mouth and eyes

keeping patient clean and dry

treating fever and pain (around the clock if necessary)

controlling other symptoms and relieving suffering with medical treatment as needed
providing liquids and small amounts of food as needed

providing physical contact.

4, Bereavement

After the death of the patient, it is important to acknowledge and attend to the bereavement needs
of survivors. Particular issues for families affected by HIV include:

the relatively young age at which most patients die, which can be a more difficult loss for fami-
lies than the death of an older family member;

the immediate and longer term risk of financial and social losses;

the stigmatized nature of the disease, which may complicate the grieving process; and

the possibility that other family members have already have died from HIV/AIDS, or that sur-
vivors may be HIV-infected and at risk for dying from it.
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All of these issues make it necessary for HIV/AIDS care providers to be sensitive and responsive
to the needs of survivors and orphans to help them deal with the grief and multiple losses which
HIV/AIDS often inflicts on families.
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