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Abstract

Background: Rheumatic disease is one of the comorbidities thatocaur in patients with Human Immunodeficiency
Virus (HIV) infection. The prevalence and the spectrurthefdiseases are varied in some previous studiesrbegence

of rheumatologic diseases can increase morbidity and dectiea quality of life of HIV-positive patientBurpose: This
study aims to determine the variety of rheumatologic dese¢hat occur in HIV positive patients and the charadbsrist

the patientsMethods. This study is a descriptive study. Data obtained frommibdical record of patients include the data
sociodemographic, CD4 cell count, and history of antiretrbelitggs as well as the data from patient interviewss hidy
was carried out on 130 patients with HIV who were contradie®r. Soetomo Hospital, Surabaya, in the period of June
2019.Reaults: HIV-positive Patients were dominated by men (66 ,9%) withean age of 37.36 (x9.524). The patient's
average CD4 cell count was 322.95 cells/mm3 (£145,523) and thewitiedy used drug combinations were tenofovir,
lamivudine, and efavirenz (66.2%). Rheumatic manifestatisare obtained in 25 of 130 (19.2%) with joint pain in 13
(10.0 %) cases, myalgia 4 (3.1%) cases, systemic lupus erydsemad (3.1%) cases, osteomyelitis 2 (1.5%) cases,
osteoarthritis 1 (0.8%) case, and spondylarthropathy 1 (0.8%)@aselusion: Several types of rheumatic manifestations
were found in HIV-positive patients with arthralgia being rthest common. Rheumatic manifestations commonly occur i
adult men with low CD4 cell counts. Early detection and eympate therapy related to rheumatic manifestationslef H
infection are expected to improve the patient's quafitife.

Keywords: HIV, Rheumatology, Rheumatic Disease, Arthraldimlgia, Systemic lupus erythematosus, Osteoarthitis.

1. Introduction

Human immunodeficiency virus (HIV) infection continues tosbenajor global health problem that has infected
more than 35 million people and continues to increase gy [1]. Likewise in Indonesia, HIV infection is aieas
issue. Cases of HIV infection and AIDS tend to inaeeexgery year with various accompanying diseases. Hmsause
problems for both patients and clinicians [2].

Rheumatic manifestations are one of the comorbiditias appear in HIV-positive patients [3]. Several studies
show different prevalence [4, 5, 6]. Rheumatic manifestativatsappear also vary. Arthralgia is one of the mesfuent
manifestations [3]. In addition, myalgia, osteomyelitigsteamic lupus erythematosus (SLE), and rheumatoid arthriis ar
also common in HIV-positive patients. [5, 6].

There are few studies on rheumatic manifestations in HINthp@spatients in Indonesia. This study aims to
determine the prevalence of rheumatic manifestationsilV-positive patients, especiallgt Dr. Soetomo Hospital,
Surabaya.

2. Methods
2.1. Data collecting

This study is a descriptive study. The population werélldMtpositive patients who had routine check-ups at Dr.
Soetomo Hospital, Surabaya. The sample of this studg watients who came for routine check-ups to Dr. Soetomo
Hospital in June 2019. The sampling method was consecuatinpling method. The number of samples was 130 patients
according to the formula below with was 5% and the previous prevalence based on a study bgt¥do[6] was 9%
which shows that the minimum sample was 126 patients
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1.96° ¥ 0.09 X 0.91
"e 0.05 @)

n=125.85 ~ 126 (€))

The patients for this study were patients who camedutine check-ups during the period and had met the
inclusion-exclusion criteria. The inclusion criteria weadult patients and voluntarily participated in this studie T
exclusion criteria is if the data is incomplete
2.2. Data analysis

Collecting patient data through interviews and viewingsdary patient data in medical records. Data collected in
the form of age, gender, occupation, use of antiretro¢kRl\), CD4 cell count and rheumatic manifestations @& th
patient. The data was inputted into Microsoft Excel amthevariable was calculated for its frequency, aversigedard
deviation, minimum and maximum values. Then the data wasnpeesén tables to see the number of rheumatic
manifestations and their characteristics.

3. Results

In this study, from 130 patients, there were 87 (66.9%) malenpatand 43 (33.1%) female patients. The age
range mostly in the 30-39 year range as many as 53 (40.8%)tpdtikowed by the 40-49 year age range as many as 34
(26.2%) patients, 20-29 as many as 26 (20.0%) patients, 50-59 wer8.8%) Jatients, less than 20 years old were 2
(1.5%) patients, and over 59 years old were 1 (0.8%) patientavEhage age of HIV-positive patients was 37.36 years old
(SD+9.524) with the youngest being 18 years old and the didasy 60 years old.

The CD4 levels of HIV-positive patients were higher atlkevess than 350 cells/mm3 in 72 (55.4%) patients,
while the CD4 levels were more than 350 cells/mm3 in 58%4) patients. The highest CD4 level was 595 cells/mm3
while the lowest was 105 cellssrmm3 with an average of @22ells/mm3 (SD+145.523). The most widely used ARV
options for HIV-positive patients in this study were Lamiviei(3TC) in 130 (33.3%) patients followed by Efavirenz
(EFV) in 88 (22.6%) patients, Tenofovir (TDF) in 86 (22.1%) patie#isovudine (ZDV) in 44 (11.3%) patients,
Nevirapine (NVP) in 41 (10.5%) patients, and Lopinavir/Ritong&k®V/r) in 1 (0.3%) patients. The most widely used
combination of ARVs is a combination of TDF, 3TC and/Ef the form of a fixed dose combination.

It was found that 25 (19.2%) HIV-positive patients had rheumatinifestations or diseases. The various
rheumatic manifestations are as presented in tabldile the patient characteristics are in table 2. Thet mosymon
rheumatic manifestations in this study were arthralgia in1080¢6) patients. Other manifestations were myalgia in 4
(3.1%) patients, SLE in 4 (3.1%) patients, osteomyelitis in B%) patients, osteoarthritis in 1 (0.8%), and
spondyloarthropathy in 1 (0.8%) patient.

Table 1. Rheumatic Manifestations in HIV-positiveiBaiis at Dr. Soetomo Hospital.

Rheumatic M anifestations Number (%)
Arthralgia 13 (10.0%)
Myalgia 4 (3.1%)
Osteoarthritis 1 (0.8%)
Osteomyelitis 2 (1.5%)
Systemic lupus erythematosus 4 (3.1%)
Spondyloarthropathy 1 (0.8%)
Total 25 (19.2%)

Table 2. Characteristics of HIV-positive Patients witteRmatic Manifestations at Dr. Soetomo Hospital.
Spondyloarthro-

Variable Arthralgia Myalgia Osteoarthritis Osteomyelitis SLE pathy Total
Gender
Male 8 3 1 2 1 1 16 (64.0%)
Female 5 1 - - 3 - 9 (36.0%)
Age
20-29 1 1 - 1 3 - 6 (24.0%)
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30-39 4 1 - 1 - 1 7 (28.0%)
40-49 5 2 1 - 1 - 9 (36.0%)
50-59 3 - - - - - 3 (12.0%)

CD4 Count
<350 9 3 - 1 3 1 17 (68.0%)
>350 4 1 1 1 1 - 8 (32.0%)

Antiretroviral drugs
TDF+3TC+EFV 9 3 - 2 4 1 19 (76.0%)
ZDV+3TC+NVP 3 1 1 - - - 5 (20.0%)
ZDV+3TC+EFV 1 - - - - - 1 (4.0%)

*TDF = Tenofovir; 3TC = Lamivudine; EFV = Efavirenz; ZDVZdovudine; NVP = Nevirapine

4. Discussions

In this study, 25 (19.2%) of the 130 HIV patients had rheumatic nséatifens. This prevalence is higher than the
study by Yao et al [6] in New Jersey, USA, where thegdesce of rheumatic disease was 9%. However, other shailres
a higher prevalence. Research in Uganda found 81 (27%) rheungatifestation$3]. Research by Azami et §¥] in Iran
showed 63 (31.5%) cases of rheumatic manifestatRasearch by Chiowchanwisawakit et [@dl} in Thailand found 98
(55%) cases of rheumatiResearch by Kole et gb] in India showed 190 (63.3%) cases of rheumatism. Tablo®ss
some comparisons of the spectrum of rheumatic martifassan HIV patients

Table 3. Comparison of the Prevalence of Manifesiatin HIV-positive patient%)

Chiowchanwi-

Rheumatic manifestation  sawakit et al. Kc()lz%ig)a : Y?zoogtS? | Az?zrgll;t) al. This study
(2005)
Arthralgia 13.5 26.7 5.5 12.5 10.0
Myalgia 10.1 46.7 - 3.5 3.1
Osteoarthritis - 6.0 - - 0.8
SLE - 0.3 0.3 - 3.1
Spondyloarthropathies - 0.7 - 2.0 0.8
Osteomyelitis - 0.3 0.9 - 15

Arthralgia was the most common manifestation in this stuikgwise research by Azami et al. [7] and Yao et al.
[6] showed that arthralgia was also the most common mgatifes. The prevalence of HIV-positive patients vatithralgia
manifestations was found to be more male (61.5%) with anage age of 42.54 years old (SD+10.413) and an average
CD4 cell count of 309.85 cellsimm3 (SD+141.490). However, therenany differences in prevalence in each study. In
general, clinical joint pain that occurs is mild, interanitt and often attacks the knees, shoulders, and ell@wshe
pathogenesis of this problem is still unclear. It issilde that cytokines play a role in these manifestat[®] or due o
bone edema due to increased avascular necrosis [10].

Myalgia is one of the most common clinical manifestaion HIV patients. The research of Kole et al. [5] shw
myalgia as the most common manifestation with a gleee of 46.7%. In this study, myalgia was the second most
common manifestation (3.1%). Myalgia was found more in sn@6.0%) with a mean age of 35.00 years old (SD+9.129)
and the majority received tenofovir-lamivudine-efavirenzahpg (75.0%). Another study showed an increase in cases of
myalgia since the use of combination antiretroviratdpg [11]. The use of Zidovudine has a role in cases of myopathy
which can cause myalgia and muscle weakness manifestfi@n However, stopping Zidovudine is not always successful
in treating the pain [8].

In this study, one (0.8%) patient had osteoarthritis, male,e4®syold, and receiving combination therapy with
zidovudine-lamivudine-nevirapine. These results are sintdldhe study by Tomi et al. [14] showed that the majarity
patients with osteoarthritis were male with a mean age dfy&grs old. HIV positive patients may develop osteoahriti
earlier and are more aggressive than the general popuasiprithe use of ARVs may increase the degeneration of the
knee cartilage matrix. In addition, HIV positive patients rdayelop significantly more severe joint effusions than HIV
negative patients [15].

WWw.ijrp.org



Adika Putra Pradana / International Journal of Research Publications (IJRP.ORG) @ IJ RP.ORG

ISSN: 2708-3578 (Online)

339

The prevalence of osteomyelitis was 1.5% (2 male pa)iemthis study, with an average age of 28 years old and a
CD4 cell count of 343 cellssfmm3. Osteomyelitis is onenefrost common manifestations of musculoskeletal infedtio
HIV-positive patients [16] and according to Tehranzadeh.dtLd], this case mostly affects young men. Staphylococcus
aureus is the most common cause of osteomyelitis th HO/-positive patients and the general population, but HIV-
positive patients are also at risk for rare pathogendy sgc Salmonella, Mycobacteria (especially M tuberculosis),
Cryptococcus, Candida, or Cytomegalovirus [18]. According to Tehdamtizet al. [17], the most common sites are the
wrist, tibia, femoral head, and thorax. However, sitlte era of combination antiretroviral therapy, ostgsitis and
musculoskeletal infections have become less common [10].

There were 4 SLE cases in HIV-positive patients in thidys(3 women and 1 man) with an average age of 30.75
years old. These results are similar to the study of ok \&alker-Bone [11] that the age of SLE patients with HIV
infection is around 30 years old with 70% of cases in gmnHIV-infected SLE patients have seen a decrease in the
incidence of disease symptoms [19]. However, the admingstraif combination therapy can significantly trigger a
recurrence of SLE with rash and transverse myelitis f@stations [20]. In some cases, SLE was diagnosed fegetaing
infected with HIV. This may be due to retroviruses thadpce auto-antibodies or due to HIV infection that inhibits SLE
conditions leading to late diagnosis [11]. The case3L&f that appear after HIV infection are caused not only btips
but also by environmental factors [21].

In this study, there was one HIV-positive patient with matdfiions of spondyloarthropathies (male, 38 years old).
The patient's CD4 count was low at 111 cells'mm3. The iwatibn therapy used by the patient was tenofovir-lamivudine-
efavirenz. Kole et al. [5] obtained similar resultshnié prevalence of spondyloarthropathies of 0.7%. The incidehce
spondyloarthropathies was significant in HIV-positive patiemio were not taking combination antiretroviral therdpye
emergence of HIV led to changes in the epidemiology of spoadiiropathies. In sub-Saharan Africa,
spondyloarthropathies have increased since the HIV epid2&jidn addition, HIV infection may also increase the sitye
of spondyloarthropathies and psoriasis [23]. According to dha@le et al. [24], there are three pathogenic mechanisms
that may contribute to disease severity include irsg@axposure to infectious agents, an adequate CD8 T celbiepert
and biomechanical factors that play a role in loedilim of primary disease. According to Reveille and Wilkaj26]
effective use of ARVs can improve the symptoms of theadis.

5. Conclusion

Rheumatic manifestations may occur in HIV-positive pati¢nit are uncommon. Manifestations that appear have
a broad spectrum ranging from arthralgia, myalgia, osteddsthdsteomyelitis, systemic lupus erythematosus, to
spondyloarthropathies. The Characteristics of HIV-pasipatients with rheumatic manifestations are generallyirduad
by men with slightly low CD4 cell counts and using combina#@®V therapy. It is hoped that this study can increase
clinicians' awareness of rheumatic manifestationd Wt pbsitive patients.

6. Recommendations

This study still has some limitations and the redercuggests that a study with a larger and wider sample is
needed in order to obtain more representative result@landurther research is needed to see the assocdtjmatient
characteristics and the emergence of rheumatic diseases.
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