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Background. Human immunodeficiency virus (HIV) infection and the use of antiretroviral therapy (ART) may increase the risk
of type 2 diabetes mellitus (T2DM). However, data from regions with a high burden of HIV/AIDS are limited. We determined the
prevalence of T2DM at the time of presentation to a large HIV clinic in Nigeria, as well as the incidence of diabetes 12 months
following ART initiation.

Methods. Data from patients enrolled for ART from 2011 to 2013 was analyzed, including 2632 patients on enrollment and 2452
reevaluated after 12 months of ART commencement. The presence of diabetes, and demographic, clinical, and biochemical data were
retrieved from standardized databases. CD4", HIV RNA load, and hepatitis C virus status were noted. Bivariate and logistic regres-

sions were used to identify risk factors for T2DM.
Results.

Baseline T2DM prevalence was 2.3% (95% confidence interval, 1.8% — 2.9%); age, but not body mass index (BMI), was a

risk factor for diabetes. After 12 months of ART, an additional 5.3% had developed T2DM. Newly developed diabetes was not as-
sociated with age, but was associated with BMI. There were no significant associations between prevalent or incident diabetes and

CD4", viral load, or type of ART.
Conclusions.

Diabetes is not uncommon in HIV-infected individuals at the time of presentation to HIV services. Patients ini-

tiating ART have a high risk of developing diabetes in the first year of ART. Excessive weight gain should be avoided, as incident

diabetes was associated with a BMI >25.0 kg/m’.
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Diabetes is a major public health concern worldwide and is rap-
idly increasing in sub-Saharan Africa, where it is projected to
affect >20 million people by 2030 [1, 2]. In Nigeria alone, dia-
betes affects between 0.6% and 11.0% of the population and is
an increasing public health problem [3]. With its significant
complication burden, diabetes presents a major burden to pa-
tients, their families, and healthcare systems.

Nigeria also has the second largest number of individuals in-
fected with human immunodeficiency virus (HIV) in the Afri-
can continent, with >3 million people living with HIV/AIDS
(PLWHA) and 600 000 receiving antiretroviral therapy (ART)
[4]. PLWHA nowadays have longer survival with expanding ac-
cess to ART, and the prevalence of HIV/diabetes comorbidity is
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increasing. Despite its potential public health consequences,
large studies on the relationship between HIV/AIDS and diabe-
tes are still uncommon.

HIV [5-7], ART [8-10], and hepatitis C virus (HCV) [8, 10]
have been implicated as risk factors for diabetes. HIV causes in-
sulin resistance and dyslipidemia [11], and HCV is associated
with intrahepatic elevation of tumor necrosis factor-o levels, in-
sulin resistance, and liver disease [12]. Although initial studies
associated the onset of diabetes in PLWHA to ART containing
protease inhibitors (PIs) [13, 14], which cause hyperglycemia by
preventing the uptake and metabolism of glucose and lipids by
adipocytes and hepatocytes [15], findings subsequently pointed
toward the nucleoside reverse transcriptase inhibitors (NRTIs)
and nonnucleoside reverse transcriptase inhibitors by virtues of
their mitochondrial toxicity and apoptosis of adipocytes [9, 16].
However, recent studies have suggested that traditional risk fac-
tors for diabetes such as age and body weight are the major pre-
dictors of the development of type 2 diabetes mellitus (T2DM),
as opposed to medications [6].

We have therefore determined the prevalence of T2DM in
ART-naive patients at the time of enrollment into a cohort of
newly diagnosed PLWHA, and describe the proportion of pa-
tients who developed T2DM within 1 year of ART initiation
in a large HIV/AIDS cohort in Jos, Nigeria.
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METHODS

This was a cross-sectional survey of all newly registered patients
attending the Prevention Initiative of Nigeria (APIN) adult
ART clinic of Jos University Teaching Hospital. The APIN clin-
ic is a regional referral center that provides comprehensive HIV/
AIDS services for Plateau State in north-central Nigeria, with
about 3 million population. Upon registration, all patients un-
dergo an induction that includes lifestyle advice, clinical and
laboratory investigations, and assessment of ART eligibility. Pa-
tients are then followed fortnightly, monthly, quarterly, and
bianually depending on whether they have symptoms or have
initiated ART. Sociodemographic, clinical, and laboratory infor-
mation is entered into standardized forms and uploaded onto a
single electronic database developed in FileMaker Pro (version
10) in computers to ensure data consistency and completeness.
The database is cleaned and curated using routine data manage-
ment training and quality checks. Data errors for the study were
further corrected by checking the original patient case notes and
the electronic databases.

Data on all patients >18 years old registered for treatment,
care, and support were retrieved from the database to generate
a retrospective cohort of patients initiating ART from 1 January
2011 to 31 December 2013. Patients without baseline plasma
glucose records and those who had already initiated ART at
the time of enrollment were excluded from the analysis of base-
line diabetes. The precision for estimates was approximately
+1% based on 2632 patients who met the selection criteria
and an assumed prevalence of diabetes of 3% in Jos [17]. This
post hoc precision was calculated using a standard formula [18].

Data retrieved included age, sex, body mass index (BMI),
total cholesterol (mmol/L), CD4" cell count (per L), HIV
RNA load (copies/mL), ART regimen, and the presence of
diabetes. ART was categorized as first-line or second-line.
The most frequently prescribed first-line regimens were
lamivudine + zidovudine + nevirapine (45.9%), and lamivudine
or emtricitabine + tenofovir + efavirenz (31.4%). The most
readily available first-line regimen was nevirapine-containing
ART. The second-line ART contained atazanavir/ritonavir
(92%) and lopinavir/ritonavir (8%). Nevirapine-containing
ART was generally avoided in patients with liver disease or
was switched to efavirenz in those who developed hypersensi-
tivity reactions (hepatotoxicity or skin rash). Efavirenz was
also preferred in patients with tuberculosis. However, efavirenz
was avoided in individuals with severe mental health issues or in
women of childbearing age, except if given with contraception.
Second-line regimens were considered if there was suspicion of
transmitted resistance (eg, newly infected contacts of PLWHA
with known ART resistance), a diagnosis of tuberculosis (as ri-
fabutin was not readily available), Kaposi sarcoma, or adverse
effects to the first-line regimens. In our clinic, a switch to sec-
ond-line ART due to treatment failure is generally considered

after 12 months of ART and therefore not a reason for use in
this study.

Diabetes was defined as a random plasma glucose level of
>11.1 mmol/L, fasting plasma glucose of >7.0 mmol/L, or
self-reported use of hypoglycemic agents [19]. Plasma glucose
measurements were repeated if classic osmotic symptoms
were not present, to confirm the presence of diabetes. Pregnant
women were not included in the database used for this study as
pregnant women were monitored in a separate service. Hyper-
cholesterolemia was defined according to the US National Cho-
lesterol Education Program [20]. The estimated glomerular
filtration rate (eGFR) was derived by the Cockcroft-Gault for-
mula [21]. A Cobas C311 auto analyzer was used for plasma
chemistry, and HCV antibodies were documented by enzyme-
linked immunosorbent assay.

The main outcomes were the proportion of ART-naive
participants with T2DM at the time of enrollment and the in-
cidence of T2DM among patients without diabetes on enroll-
ment 12 months after initiation of ART.

Ethical approval was obtained from the Liverpool School of
Tropical Medicine and the Jos University Teaching Hospital
Ethics committees. The identity of all patients was anonymized
across the data set by replacing their names with initials and se-
rial numbers.

Statistical analysis was conducted using SPSS software (IBM
SPSS, Chicago, Illinois). Continuous variables were expressed as
mean * standard deviation, or median (range). Categorical vari-
ables were presented as proportions and compared using x>
test. Means were compared using unpaired Student ¢ tests. Posi-
tively skewed data were log,, transformed. Bivariate analysis was
conducted and variables with P < .25 were entered into multiple
logistic regression models. Results of the bivariate analyses and lo-
gistic regressions were presented as odds ratios and adjusted odds
ratios (AORs), with 95% confidence intervals (CIs), respectively.
A P value <.05 was considered statistically significant.

RESULTS

A total of 2753 patients were recruited in the study period. Of
these, 2632 (96%) had the information required to assess the
presence of diabetes at baseline and 93% (2452/2632) had
new-onset diabetes 1 year after initiation of ART, as shown in
Figure 1. The baseline characteristics of the overall cohort are
shown in Table 1.

Sixty-one of 2632 patients (2.3% [95% CI, 1.8%-2.9%]) had
T2DM on enrollment. Of these, 21 (41%) were unaware of the
diagnosis. Patients with T2DM were older and had significantly
lower eGFR than patients without T2DM (Table 2). There was
no difference in sex distribution, BMI, cholesterol levels, CD4"
count, HIV RNA load, or HCV-positive status. Patients >40
years of age were 3.5 times more likely to have T2DM (AOR,
3.5 [95% CI, 1.9-6.5]; P<.001), and patients with T2DM
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Patients in the database
N =2753

Receiving ART
N =38

No plasma glucose
N =83

Baseline diabetes
N =2632

Baseline diabetes

N =61

No follow up plasma glucose
N =69

ART < 3 months
N =50

Incident diabetes
N =2452

Figure 1. Flowchart of patient selection for the study. Abbreviation: ART, antire-
troviral therapy.

were more likely to have reduced eGFR (AOR, 0.99 [95% CI,
.97-.98]; P <.017).

Of the 2452 patients without T2DM on enrollment, 130
(5.3% [95% CI, 4.2%-6.3%]) developed T2DM within 1 year
of initiating ART. If these patients are added to those already
identified on enrollment, 191 (7.6%) of the participants had
T2DM 1 year after initiating ART.

Patients who developed T2DM after initiation of ART had
higher BMI and were more likely to have HCV antibodies on
enrollment (12.1% and 3.6% of the patients with and without
incident T2DM; P <.001). There were no differences in age,
sex, cholesterol concentrations, CD4" count, HIV RNA load,
eGFR, or the use of first- or second-line ART among patients
with and without incident T2DM (Table 3).

Variables included in the logistic regression model were BMI,
cholesterol >5.2 mmol/L, CD4" cells/mL, viral load, eGFR, and
the presence of HCV antibodies. Of these, only BMI >25 kg/m*
(AOR, 7.5 [95% CI, 2.9-23.7]; P <.001) was independently as-
sociated with incident T2DM (Table 3).

DISCUSSION

Our study of a large cohort of HIV-infected Nigerians enrolled
for ART showed a baseline diabetes prevalence of 2.3%. This

Table 1. Overall Characteristics of the Individuals Enrolled in the Cohort
(N =2632)

Variable No. (%)
Age, y

Mean (SD) 37.4+9.7

Median (range) 36 (19-79)

Proportion >40 years old 958 (36.4%)
Male/female (% male) 924/1708 (35.1%)
Mean (SD) body mass index, kg/m? 22.9 (4.8)
Total cholesterol, mean (SD), mmol/L 4.1 (1.3)
Median (range) CD4* count, cells/uL 190 (2-1837)
Geometric mean (SD) viral load, copies/mL? 4.3(0.9)
Mean (SD) eGFR, mL/min® 79.6 (24.8)

HCV antibody present, no./No. (%)°
ART regimen®
3TC + ZDV + NVP

69/1645 (41.9%)

1125 (456.9%)

3TC or FTC + TDF + EFV 769 (31.4%)
3TC + NVP + TDF 281 (11.6%)
3TC +ZDV + EFV 59 (2.1%)
ATV/RTV-based PI 64 (2.5%)
LPV/RTV-based PI 4 (0.3%)
Other® 150 (6.2%)

Data are presented as No. (%) unless otherwise indicated. Only patients followed up for
incident diabetes were exposed.

Abbreviations: 3TC, lamivudine; ABC, abacavir; ART, antiretroviral therapy; ATV, atazanavir;
EFV, efavirenz; eGFR, estimated glomerular filtration rate; FTC, emtricitabine; HCV,
hepatitis C virus; LPV, lopinavir; NVP, nevirapine; PI, protease inhibitor; RTV, ritonavir; SD,
standard deviation; TDF, tenofovir disoproxil fumarate; ZDV, zidovudine.

2n=2140.
Pn=2157.
°n=1714.
9n=2452.

¢ Other regimens: ZDV + FTC + TDF, 3TC + NVP + ABC, 3TC + ABC + EFV, 3TC + ZDV +
TDF.

was associated positively with age and inversely with renal func-
tion but surprisingly not with BMI. After 12 months of ART, an
additional 5.3% had developed T2DM. In this group, diabetes
was not associated with age, but was positively associated with
BMI and the presence of HCV antibodies on enrollment. Of
these, only BMI >25 kg/m* was independently associated with
newly developed T2DM in multivariate analysis.

The baseline T2DM prevalence is similar to other reports in
both ART-naive and -experienced patients [6, 22]. However, in
Italy, investigators reported a higher prevalence of 4.1% among
ART-experienced patients [5], and in China 10.5% of ART-
naive patients had T2DM [7]. Patients in Italy were older (46
vs 37 years) and had significantly higher CD4" counts than pa-
tients in our study (538 vs 206 cells/uL), while the prevalence of
diabetes in a Chinese population [23] was higher than in Nigeria,
suggesting that prevalence of T2DM may vary with the overall
T2DM prevalence in the general population, HIV disease pro-
gression, and the disease stage when patients access ART.

Similarly, our 5.3% incidence of T2DM among patients on
ART is similar to the 6.0% reported in the United States [23],
but lower than a 7.2% 3-year cumulative incidence among
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Table 2. Characteristics of Patients With and Without Diabetes at Baseline in a Cohort of People Living With Human Immunodeficiency Virus in Jos,

Nigeria (N = 2452)

With Diabetes

Without Diabetes

Characteristics (n=61[2.3%]) (n=2571197.7%]) OR (95% CI) P Value
Age >40y 43/61 (70.5%) 915/2571 (35.6%) 4.32 (2.48-7.54) .0001
Male:female (% male) 25:36 (41%) 899:1656 (35%) 1.29 (.77-2.16) .330
BMI >25 kg/m? 2 (36.1%) 830 (32.3%) 1.13 (.79-1.65) 490
Mean (SD) cholesterol, mmol/L 1(1.4) 4.1 (1.3) 1.07 (.94-1.23) .980
Median (range) CD4" count, cells/uL 180 (10-867) 190 (2-1837) 1.00 (1.00-1.00) .938
Log mean (SD) viral load, copies/mL 3(0.9) 4.3(0.9) 1.00 (1.00-1.00) .340
Mean (SD) eGFR?, mL/min 67.5 (22.3) 79.9 (24.8) 0.98 (.97-.99) .005
Positive HCV antibody 1/40 (2.5%) 68/1674 (4.1%) 0.61 (.08-4.47) 619

Data are presented as No. (%) unless otherwise indicated.

Abbreviations: BMI, body mass index; Cl, confidence interval; eGFR, estimated glomerular filtration rate; HCV, hepatitis C virus; OR, odds ratio; SD, standard deviation.

@ Variable with P< .25 in bivariate analysis.

recipients of early-generation PIs [24]. T2DM development is a
progressive condition that may require several years to become
established among PLWHA, and longer-term follow-up may be
needed to establish total cumulative risk.

The association of age with baseline diabetes in HIV cohorts
was reported by Mehta et al [25], who calculated an AOR of 3.5
among patients >50 years of age, and by Brar et al [6], who es-
timated an AOR of 3.0 for every 10-year age increment. The lack
of association between age and incident diabetes after ART ini-
tiation was also reported by Yoon et al [26]. However, others
have reported that there are associations between age and inci-
dent diabetes in French and multinational cohorts [8, 9]. These
varying findings may be due to differences in study design, and
in the duration and type of ART used across studies.

In our study, patients with T2DM at enrollment were more
likely to have a lower eGFR, whereas there was no association
with incident diabetes. It is possible that those with diabetes
at baseline had had the disease for sufficiently long duration
to affect kidney function, unlike incident cases who had devel-
oped diabetes within <1 year. Although older age, lower CD4",
and higher BMI may reduce eGFR in HIV/AIDS, data on the

relationship between eGFR and diabetes in HIV-infected people
are scarce. We did not have data on the duration of diabetes be-
fore enrollment, but Medapalli et al [27] demonstrated a greater
probability for progression to chronic kidney disease in patients
with HIV infection and diabetes, compared with HIV infection
alone, in a large cohort followed over a 5-year period.

The association between HCV and T2DM has been reported
previously [6, 25]. Nevertheless, not all studies have reported this
association, as the large Swiss HIV Cohort Study reported that
HCYV did not increase the risk of diabetes [10
of HCV antibodies is not synonymous with active infection,

]. The presence

and further studies are needed to evaluate whether recent or
current infection increases the risk of diabetes.

Unexpectedly, BMI was not associated with baseline diabetes,
in contrast with other series [5, 6], but it was associated with
newly developed diabetes on ART, as previously reported [8,
9]. The weight loss that may occur with uncontrolled diabetes
may be responsible for this lack of association, as 41% of pa-
tients were unaware of their T2DM diagnosis. Also, other com-
mon HIV-related illnesses causing weight loss (such as diarrhea
and tuberculosis) might have masked the association at

Table 3. Bivariate and Multivariate Analysis of Risk Factors of New-Onset Diabetes in a Cohort of People Living With Human Immunodeficiency Virus on

Antiretroviral Therapy in Jos, Nigeria (N = 2452)

New-Onset Diabetes

No Diabetes

Characteristic (n=130 [5.3%]) (n=2322[94.7%]) OR (95% CI) AOR (95% Cl) P Value
Age >40y 51 (39.2%) 822 (35.4%) 1.13 (.79-1.61) 1.02 (.99-1.05) 14
Mean (SD) cholesterol®, mmol/L 4.2(1.2) 4.1 (1.3) 1.07 (.94-1.23) 0.88 (.71-1.10) 23
Median (range) CD4* count®, cells/uL 206 (13-968) 188 (2-1837) 0.98 (.90-1.10) 1.00 (1.00-1.02) .90
Log (SD) mean viral load®, copies/mL 4.5 (0.89) 4.3 (0.92) 0.91 (.89-1.09) 1.21 (.90-1.64) 21
Mean (SD) eGFR?, mL/min 78.9 (25.3) 80.0 (24.8) 1.01 (.99-1.03) 0.99 (.99-1.01) .85
Positive HCV antibody? 12/99 (12.1%) 56/1575 (3.6 %) 1.15 (1.03-1.28) 2.46 (.58-10.54) 22
First-line ART 123/130 (94.6%) 2245/2306 (97.3%) 1.16 (.97-1.39) NA

Data are presented as No. (%) unless otherwise indicated.

Abbreviations: AOR, adjusted odds ratio; ART, antiretroviral therapy; Cl, confidence interval; eGFR, estimated glomerular filtration rate, HCV, hepatitis C virus; OR, odds ratio; NA, not applicable;

SD, standard deviation.

2 Variables with P< .25 in bivariate analysis which were also baseline characteristics adjusted for associations with new diabetes. Hosmer and Lemeshow test: x? = 9.242; P= .32.
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baseline, and these illnesses were likely to be common in our
cohort due to the low CD4 counts of patients on enrollment.

Markers of HIV progression (CD4" and viral load) did not
differ between patients with and without T2DM and incident
diabetes, which is in agreement with a previous finding in the
United States [6]. The association of CD4" and viral load with
diabetes can be complex, and were not identified in the compar-
ison of a large cohort of HIV-infected and HIV-uninfected vet-
erans [28]. However, Shen et al had reported a significant
increase in diabetes risk for every 150-CD4" cell/pL reduction
among ART-naive patients [7].

We did not find associations between the type of ART regi-
men and diabetes, as reported by Ledergerber et al [10]. De Wit
et al reported that although PIs were not associated with diabe-
tes, there was an association with NRTTs [9], with stavudine fol-
lowed by zidovudine, and didanosine conferring the greatest
risk. In our study, the overall number of individuals on sec-
ond-line ART was small and the majority were on atazanavir-
based PI, which does not have a significant effect on glucose
metabolism. In addition, ART adherence and the use of medi-
cations with adverse glycemic effects were not assessed, and
none of the patients received stavudine or didanosine.

Our study has strengths, but also some important limitations.
It is probably the largest study providing concurrent data on
both baseline and new diabetes on ART in HIV/AIDS patients
residing in sub-Saharan Africa. However, our cohort had a rel-
atively short follow-up period of only 1 year, and a longer peri-
od of observation would likely reveal additional patients
developing diabetes, and possibly stronger risk associations.
Furthermore, information such as waist/hip circumference of
patients was not routinely measured in the clinic, and metabolic
markers were coded into dichotomous variables (eg, diabetes
yes/no), precluding further stratification for analysis of data.
Also, the study lacks a control cohort of non-HIV-infected sub-
jects and data of PLWHA who did not initiate ART. Last, the
absence of data on prediabetes could represent a missed oppor-
tunity to estimate and plan diabetes prevention initiatives.

In conclusion, diabetes is common among HIV/AIDS pa-
tients on established ART. Traditional risk factors are impor-
tant, and a higher BMI appears to confer the strongest risk.
Body weight is modifiable, and supporting patients to achieve
healthy dietary and lifestyle behavior is important, as PLWHA
may overcompensate in weight gain to avoid the stigma associ-
ated with weight loss. The relationship between diabetes and
ART needs further long-term exploration. Patients with HIV
initiating ART need to be aware of the risk of developing diabe-
tes, and services should provide integrated services for HIV/
AIDS and noncommunicable diseases such as diabetes.

Notes

Acknowledgments. This study represents work from S. E. I.’s MSc disser-
tation at the Liverpool School of Tropical Medicine. We acknowledge Dr Ralf
Weigel, who was the Director of Studies for the course. We also wish to thank

the President’s Emergency Plan for AIDS Relief Harvard and the AIDS Preven-
tion Initiative of Nigeria for permitting the use of data presented in this study.

Financial support. This work was supported by the government of Ni-
geria through the Tertiary Education Trust Fund and the Liverpool School
of Tropical Medicine.

Potential conflicts of interest. ~All authors: No potential conflicts of in-
terest. All authors have submitted the ICMJE Form for Disclosure of Poten-
tial Conflicts of Interest. Conflicts that the editors consider relevant to the
content of the manuscript have been disclosed.

References

1. Wild S, Roglic G, Green A, Sicree R, King H. Global prevalence of diabetes: esti-
mates for the year 2000 and projections for 2030. Diabetes Care 2004; 27:1047-53.

2. Shaw JE, Sicree RA, Zimmet PZ. Global estimates of the prevalence of diabetes for
2010 and 2030. Diabetes Res Clin Pract 2010; 87:4-14.

3. Akinkugbe O. Expert committee on non-communicable disease in Nigeria. Final
report of national survey. Lagos: Federal Ministry Health and Social Services,
1997:64-90.

4. National Agency for the Control of AIDS (NACA). HIV/AIDS in Nigeria. Progress
accomplished in the response to the epidemic Abuja, Nigeria: NACA, 2015.

5. Galli L, Salpietro S, Pellicciotta G, et al. Risk of type 2 diabetes among HIV-infect-
ed and healthy subjects in Italy. Eur J Epidemiol 2012; 27:657-65.

6. Brar I, Shuter J, Thomas A, Daniels E, Absalon J. A comparison of factors associ-
ated with prevalent diabetes mellitus among HIV-infected antiretroviral-naive in-
dividuals versus individuals in the national health and nutritional examination
survey cohort. ] Acquir Immune Defic Syndr 2007; 45:66-71.

7. Shen Y, Wang Z, Liu L, Zhang R, Zheng Y, Lu H. Prevalence of hyperglycemia
among adults with newly diagnosed HIV/AIDS in China. BMC Infect Dis 2013; 13.

8. Capeau J, Bouteloup V, Katlama C, et al. Ten-year diabetes incidence in 1046 HIV-
infected patients started on a combination antiretroviral treatment. AIDS 2012;
26:303-14.

9. De Wit S, Sabin CA, Weber R, et al. Incidence and risk factors for new-onset di-
abetes in HIV-infected patients: the Data Collection on Adverse Events of Anti-
HIV Drugs (D:A:D) study. Diabetes Care 2008; 31:1224-9.

10. Ledergerber B, Furrer H, Rickenbach M, et al. Factors associated with the inci-
dence of type 2 diabetes mellitus in HIV-infected participants in the Swiss HIV
Cohort Study. Clin Infect Dis 2007; 45:111-9.

11. Shrivastav S, Kino T, Cunningham T, et al. Human immunodeficiency virus
(HIV)-1 viral protein R suppresses transcriptional activity of peroxisome prolifer-
ator-activated receptor {gamma} and inhibits adipocyte differentiation: implica-
tions for HIV-associated lipodystrophy. Mol Endocrinol 2008; 22:234-47.

12. Lecube A, Hernandez C, Genesca J, Simo R. Glucose abnormalities in patients
with hepatitis C virus infection: epidemiology and pathogenesis. Diabetes Care
2006; 29:1140-9.

13. Justman JE, Benning L, Danoff A, et al. Protease inhibitor use and the incidence of
diabetes mellitus in a large cohort of HIV-infected women. ] Acquir Immune
Defic Syndr 2003; 32:298-302.

14. Carr A, Samaras K, Thorisdottir A, Kaufmann GR, Chisholm DJ, Cooper DA. Di-
agnosis, prediction, and natural course of HIV-1 protease-inhibitor-associated lip-
odystrophy, hyperlipidaemia, and diabetes mellitus: a cohort study. Lancet 1999;
353:2093-9.

15. Rudich A, Ben-Romano R, Etzion S, Bashan N. Cellular mechanisms of insulin
resistance, lipodystrophy and atherosclerosis induced by HIV protease inhibitors.
Acta Physiol Scand 2005; 183:75-88.

16. Alves MD, Brites C, Sprinz E. HIV-associated lipodystrophy: a review from a Bra-
zilian perspective. Ther Clin Risk Manag 2014; 10:559-66.

17. Puepet FH. The prevalence of diabetes mellitus and associated risk factors in
adults in Jos. Fellowship of the Medical College of Physicians dissertation. Ojo:
Postgraduate Medical College of Nigeria, 1996.

18. Betty KR, Jonathan SAC, eds. Essential medical statistics. 2nd ed. Oxford, UK:
Blackwell Science, 2003.

19. Alberti KG, Zimmet PZ. Definition, diagnosis and classification of diabetes mel-
litus and its complications. Part 1: diagnosis and classification of diabetes mellitus
provisional report of a WHO consultation. Diabet Med 1998; 15:539-53.

20. Expert Panel on Detection Evaluation, and Treatment of High Blood Cholesterol in
Adults. Executive Summary of the Third Report of the National Cholesterol Educa-
tion Program (NCEP) Expert Panel on Detection, Evaluation, and Treatment of High
Blood Cholesterol in Adults (Adult Treatment Panel III). JAMA 2001; 285:2486-97.

21. Cockeroft DW, Gault MH. Prediction of creatinine clearance from serum creati-
nine. Nephron 1976; 16:31-41.

22. Friis-Moller N, Weber R, Reiss P, et al. Cardiovascular disease risk factors in HIV
patients—association with antiretroviral therapy. Results from the DAD study.
AIDS 2003; 17:1179-93.

834 o CID 2016:63 (15 September) e HIV/AIDS



23.

24.

25.

Dever LL, Oruwari PA, Figueroa WE, O’'Donovan CA, Eng RH. Hyperglycemia
associated with protease inhibitors in an urban HIV-infected minority patient
population. Ann Pharmacother 2000; 34:580-4.

Salehian B, Bilas J, Bazargan M, Abbasian M. Prevalence and incidence of diabetes
in HIV-infected minority patients on protease inhibitors. ] Natl Med Assoc 2005;
97:1088-92.

Mehta SH, Moore RD, Thomas DL, Chaisson RE, Sulkowski MS. The effect of
HAART and HCV infection on the development of hyperglycemia among
HIV-infected persons. ] Acquir Immune Defic Syndr 2003; 33:577-84.

26.

27.

28.

Yoon C, Gulick RM, Hoover DR, Vaamonde CM, Glesby MJ. Case-control study
of diabetes mellitus in HIV-infected patients. ] Acquir Inmune Defic Syndr 2004;
37:1464-9.

Medapalli RK, Parikh CR, Gordon K, et al. Comorbid diabetes and the
risk of progressive chronic kidney disease in HIV-infected adults: data from
the Veterans Aging Cohort Study. ] Acquir Immune Defic Syndr 2012;
60:393-9.

Butt AA, McGinnis K, Rodriguez-Barradas MC, et al. HIV infection and the risk of
diabetes mellitus. AIDS 2009; 23:1227-34.

HIV/AIDS e CID 2016:63 (15 September) o 835




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


