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ABSTRACT

Objective: To determine the frequency of common complications of Anti-retroviralTherapy (ART) in Acquired
Immunodeficiency Syndrome (AIDS) patients.

Material And Methods: This study was conducted in Department of Medicine, PGMI/LRH Peshawar. Duration of the
study was one year (from 1st 2012 to 30th January 2013). Total 62 patients of either gender of all ages were enrolled in
this descriptive cross-sectional study using Consecutive (non-probability) samplingtechnique fulfilling the inclusion criteria
of All patients with Acquired Immunodeficiency Syndrome (AIDS) being diagnosed and confirmed on laboratory test of
HIV-RNA PCR, Patients having stage lll disease (according to WHO guidelines) and having CD4 count between < 350.

Results: In this study mean age was 36 years with standard deviation as + 8.9 years. Seventy percent patients were
male and 30% were female. Fifteen percent patients had skin rash, 23% patients had dyslipidaemia and 26% patients
had drug inducehepatitis.

Conclusion: Complications are common with antiretroviral therapy used for treatment of AIDS. Complications are
more common in male patients as compare to female. Drug induced hepatitis is the leading complication followed by
dyslipidaemia and Skin rash
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INTRODUCTION

In the early 1980s, a number of homosexual men
in New York, San Francisco and other areas of USA
began to develop Pneumocystis pneumonia, Kaposi’s
sarcoma and other opportunistic infections. All of those
people were immuno-deficient and that was the begin-
ning of Acquired Immunodeficiency Syndrome (AIDS)
epidemic. In 1983, Human Immunodeficiency Virus
(HIV) was first detected in a patient with AIDS. Presently
more than forty million people are HIV positive in the
world. AIDS is still a major cause of death in parts of
Africa, South East Asia and other developing countries
as the treatment is very expensive and majority of peo-
ple in these countries cannot afford it.’

Since the diagnosis of the first HIV/AIDS case
in 1987, Pakistan has progressed to 3000+ cases na-
tionwide. However, these numbers are likely to a vast
underestimation of the actual picture. United Nations
Acquired Immunodeficiency Syndrome (UNAIDS)/Na-
tional Acquired Immunodeficiency Syndrome Control
Programme (NACP) estimated 74000 HIV/AIDS cases
in 2006 with a prevalence of 0.1%.2
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The treatment was revolutionized when Highly
Active Anti-retroviral Therapy (HAART) was introduced
in 1996."HAART has dramatically reduced HIV-related
morbidity and mortality. However, antiretroviral therapy
is associated with some significant short and long-term
toxicities, including skin rashes, insomnia, significant
increases in serum liver enzymes, anaemia,hyper-
lipidaemia, insulin resistance, and fat redistribution
syndromes, which may be associated with accelerated
atherosclerotic cardiovascular disease; and other ad-
verse events.?456

Severe liver enzyme elevations (LEE) are frequent-
ly observed in patients.® Similar findings have been
found in a study in which liver enzyme elevations (any
ALT increase by > 3 times ULN or any increase of 100
U/L from baseline) developed in 284 (20.8%) patients
during the follow up.?

In a study, out of 103 HIV+ patients, 26 (25.24%)
developed sub-clinical hepatotoxicity. All of them having
jaundice and necessitated discontinuation of their an-
ti-tuberculosis therapy.” In another study the prevalence
of hepatotoxicity (drug-induced hepatitis) was ranged
from 20% to 77% in the HIV-positive group.®

Similarly, skin rashes are observed in 15-20%
of the patients receiving ART, especially nevirapine &
abecavir.®

The purpose of the study was to determine the
frequency and severity of common complications of
ART in patients with AIDS in tertiary care hospital of
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Peshawar.

MATERIAL AND METHODS

This study was conducted in Department of
Medicine, PGMI/LRH Peshawar. Duration of the study
was one year (from 152012 to 30" January 2013). Total
62 patients of either gender of all ages were enrolled
in this descriptive cross-sectional study using Consec-
utive (non-probability) sampling technique fulfilling the
inclusion criteria of All patients with Acquired Immu-
nodeficiency Syndrome (AIDS) being diagnosed and
confirmed on laboratory test of HIV-RNA PCR,having
CD4 count between < 350.

After getting approval from the hospital ethical
committee and informed written consent data was col-
lected from patients with Acquired Immunodeficiency
Syndrome (AIDS) presenting to out-patient department
(OPD) of this institute, after being diagnosed and
confirmed on laboratory test HIV-RNA PCR they were
admitted in Department of Medicine and registered
in HIV Family care centre of Postgraduate Medical
Institute, Lady Reading Hospital, Peshawar for further
evaluation. All included patients initiated on various ART
were followed up at regular intervals for three months.
At each follow-up visit, complete blood count, liver
function tests (serum bilirubin, AST and ALT), and serum
creatinine were performed in well-equipped laboratory
of same institute. This routine was continued up to the
end of the study period. The adverse clinical events and
the abnormal laboratory findings were documented in
prestructured Performa.

DATA ANALYSIS PROCEDURE

All the qualitative variables like sex, stage of
disease, wereanalysed for percentages and frequen-
cies. Mean + standard deviation were calculated for
quantitative variables like age and liver function tests
(serum bilirubin, AST and ALT), and serum creatinine.
For gender, male to female ratio was calculated. Results
are presented in the form of tables and graphs. All the
data wasanalysed by statistical program SPSS version
16 for windows.

RESULTS

A total of 62 HIV positive patients were studied
so0 as to see the common complications of antiretroviral
therapy in patients with AIDS. Mean age was 36 years
with standard deviation as = 1.26 .Age distribution
among 62 patients was analysed as n=19(30%) patients
were in age group 20-30 years, n=34(56%) patients
were in age group 31-40 years, n=9(14%) patients
were in age group 41-50 years. (Table No 1) Of 62
patients 43(70%) patients were male and female were
19(30%).(Table No 2) Dyslipidaemia was the leading
complication noted in 16(26%) patients, followed by
drug induced hepatitis observed in 14(23%) patients.
Skin rash was seen in 9(15%) patients. (Table No 3)

Table No.1; Age Distribution

AGE DISTRI-| FREQUENCY | PERCENTAGE
BUTION

20-30 Years 19 30%
31-40 Years 34 56%
41-50 Years 9 14%
Total 62 100%

Table No.2; Gender Distribution

GENDER DIS-| FREQUENCY | PERCENTAGE
TRIBUTION

MALE 43 70%
FEMALE 19 30%
Total 62 100%

Table No.3; Frequency of Common Complications

Common com- | FREQUENCY | PERCENTAGE
plications

Skin Rash 9 15%
Dyslipidaemia 14 23%
Hepatitis (drug 16 26%
induced)

Total 62 100%
Table No.4; Association of Common Complications
with Age Group
Common compli-| 20-30 | 31-40 | 41-50 | Total

cations years | years | years

Skin Rash 3 6 9
Dyslipidaemia 5 8 1 14
Hepatitis (drug in- 6 9 1 16
duced)

Total 14 23 2 39
Table No.5; Association of Common Complications
with Gender
Common complica- | Male | Female | Total

tions

Skin Rash 6 3 9
Dyslipidaemia 10 4 14
Hepatitis (drug in- 11 5 16
duced)

Total 27 12 39

Association of common complications with age
distribution was analysed in 9 cases of skin rash, 3
patients were in 20-30 years and 6 patients were in 31-
40 years. In 14 cases of dyslipidaemia, 5 patients were
in 20-30 years, 8 patients were in 31-40 years and one
patient was in age range 41-50 years. In 16 cases of
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hepatitis 6 patients were in 20-30 years, 9 patients were
in 31-40 years and one patient was in age range 41-50
years.(Table No 4)

Association of common complications with gen-
der distribution was analysed in 9 cases of skin rash,
6 patients were male and 3 patients were female. In 14
cases of dyslipidaemia, 10 patients were male and 4
patients were female. In 16 cases of hepatitis 11 patients
were male and 5 patients were female. (Table No 5)

DISCUSSION

In our study 30% patients were in age group 20-
30 years, 56% patients were in age group 31-40 years,
14% patients were in age group 41-50.Years. Whereas
mean age was 36 years with standard deviation as *
1.26. Similar results were found in study done by Wit
FW et al in which 35% patients were in age group 20-30
years, 60% patients were in age group 31-40 years, 5%
patients were in age group 41-50 years.

In our study 70% patients were male and 30%
were female. Similar results were coated by Wit FW et
al'® in which 75% patients were males and 25% were
females.

Our study shows that 15% patients had skin rash,
23% patients had dyslipidaemia and 26% patients had
hepatitis. More over the complication were found more
in age group 31-40 years and in male patients as com-
pare to female patients. Similar findings were observed
in study done by Clough et al'" in which 12% patients
had skin rash, 22% patients had dyslipidaemia and
25% patients had hepatitis. The ratio of complication
were found more in age group 31-40 years and in male
patients as compare to female patients.

At six months after starting treatment 64% of
our patients had a viral load below 400 copies/ml.
This compares well to a similar observational study
in a hospital setting, where they achieved viral loads
below 400 copies/ml in 65% of their patients after six
months.This differs from clinical trials of antiretroviral
regimens, where upto 90% patients are reported to have
viral loads below 400 copies/m|31415

On the whole, CD4 cells increased following the
use of first-line antiretroviral therapy as shown in this
study as well as others.'®'"'®However this response
was not uniform. Age has an effect on CD4 response.
Younger patients show a more robust response to
treatment.'*The age of our patients ranged from 17 to
60 years. Older patients have a lower T-cell response,
due to the effect of age on thymic reconstitution of
immune cells. Previous studies also suggest that lower
CD4 cell count at baseline predicts a smaller increase
in CD4 count after treatment.®

CONCLUSION

Complications are common with antiretroviral

therapy used for treatment of AIDS. Complications are
more common in male patients as compare to female.
Drug induced hepatitis is the leading complication
followed by dyslipidaemia and Skin rash.

REFERENCE

1. Worobey M, Gemmel M, Teuwen DE. Direct evidence
of extensive diversity of HIV-1 in Kinshasa by 1960.
Nature 2008;455 (7213): 661-4..

2. Keele BF, van Heuverswyn F, Li YY, Bailes E, Takehi-
sa J, Santiago ML et al. Chimpanzee Reservoirs of
Pandemic and Nonpandemic HIV-1”.Science 2006;
313 (5786):523-26.

3. Worobey M, Gemmel M, Teuwen DE. Direct evidence
of extensive diversity of HIV-1 in Kinshasa by 1960.
Nature 2008;455(7213):661-4.

4, Gao F, Bailes E, Robertson DL. Origin of HIV-1 in the
chimpanzee Pan troglodytes troglodytes”. Nature
2004;397(6718):436—41.

5. Keele BF, van Heuverswyn F, Li YY, Bailes E, Takehisa
J, Santiago M, Chimpanzee Reservoirs of Pandemic
and Nonpandemic HIV-1. Science 2002;313:523-6.

6. Hooper. The River : A Journey to the Source of HIV
and AIDS (1st ed.). Boston, MA: Little Brown & Co.
2004:pp. 1-1070.

7. Worobey M, Santiago ML, Keele BF. Origin of AIDS:
contaminated polio vaccine theory refuted. Nature
2004;428(6985):820.

8. Berry N, Jenkins A, Martin J. Mitochondrial DNA and
retroviral RNA analyses of archival oral polio vac-
cine (OPV CHAT) materials: evidence of macaque
nuclear sequences confirms substrate identity.
Vaccine-48.2004;23 (14):1639

9. Dybul M, Fauci AS, Bartlett JG, Kaplan JE, Pau AK.
Panel on Clinical Practices for Treatment of HIV.
Guidelines for using antiretroviral agents among
HIV-infected adults and adolescents. Ann. Intern.
Med. 2005;137 (5):381-433.

10. Wit FW, van Leeuwen R, Weverling GJ. Outcome
and predictors of failure of highly active antiretroviral
therapy: One-year follow-up of a cohort of human
immunodeficiency virus type 1-infected persons. J
Infect Dis 1999;179:790-98.

11.  Clough LA, D’Agata E, Raffanti S, Haas DW. Compli-
cations of active antiretroviral therapy in AIDS. Clin
Infect Dis 2003;29:75-81.

12.  Mocroft A. Immunological, virologica land clinical
response to Highly active antiretroviral therapy
treatmen tregimens In a complete clinic population.
AIDS 2000; 14:1545-52

13.  Hammer SM, Squires KE, Hughes MD. A controlled
trial of two nucleoside analogues plus indinavir in
persons with human immunodeficiency virus infec-
tion and CD4 cell counts of 200 per cubic millimetre
or less. N Engl J Med 1997;337:725-33.

14. Gullick RM, Mellors JM, Havlir D. Treatment with

98

KJMS January-June, 2014, Vol. 7, No. 1



15.

16.

indinavir, Zidovudine and lamivudine in adults with
human immunodeficiency virus infection and prior
antiretroviral therapy. N Engl J Med 1997; 337:734-
39.

Gullick RM, Mellors JW, Havlir D. Simultaneous vs
sequential initiation of therapy with indinavir, zidovu-
dine and Lamivudine for HIV-1 infection. J Am Med
Assoc 1998; 280:35-41

Schapiro JM, Winters MA, Stewart F. The effect of
high-dose saquinavir on viral load and CD4 T-cell
counts in HIV-infected patients. Ann Intern Med

17.

18.

1996;124:1039- 50.

Hammer SM, Squires KE, Hughes MD. A controlled
trial of two nucleoside analogues plus indinavir in
persons with human immunodeficiency virus infec-
tion and CD4 cell counts of 200 per cubic millimetre
or less. N Engl J Med 1997;337: 725-383.

Ledergerber B, Egger M,Opravil M. Clinical progres-
sion and virological failure on highly active antiretro-
viral therapy in HIV-1 patients: a prospective cohort
tstudy. Lancet 1999;353:863-68.

ONLINE SUBMISSION OF MANUSCRIPT
It is mandatory to submit the manuscripts at the following website of KUIMS. It is
quick, convenient, cheap, requirement of HEC and Paperless.

Website: www.kjms.com.pk

The intending writers are expected to first register themselves on the website
and follow the instructions on the website. Author agreement can be easily
downloaded from our website. A duly signed author agreement must accompany

initial submission of the manuscript.

KJMS January-June, 2014, Vol. 7, No. 1

99



