Review

Journal of the International
Association of Providers of AIDS Care
Volume 21: 1-10

© The Author(s) 2022

Article reuse guidelines:
sagepub.com/journals-permissions
DOI: 10.1177/23259582221089194
journals.sagepub.com/homefjia

®SAGE

Impact of Antiretroviral Therapy on Kidney
Disease in HIV Infected Individuals - A
Qualitative Systematic Review

Harsha Adnani' , Nirav Agrawalz, Akshay Khatri3, Jaclyn Vialet4,
Meng Zhang?, and Joseph Cervia>®’

Abstract

Kidney disease is the fourth most common cause of non-AlDS-related mortality in people living with HIV. Combination antire-
troviral therapy (cART) remains the cornerstone of treatment. However, little is known about the impact of cART on disease
outcomes in patients with HIV-associated nephropathy (HIVAN) and HIV-immune complex kidney disease (HIVICK). This sys-
tematic review evaluates the impact of cART on progression to end-stage kidney disease (ESKD) and other outcomes in HIV-
infected individuals. We conducted a literature search utilizing PubMed, and Cochrane database and |1 articles met inclusion
criteria for analysis of which nine HIVAN studies showed decreased progression to ESKD or death for subjects when treated
with cART versus those untreated. However, two studies showed no survival advantage with cART. Three HIVICK studies
showed improvement in delaying ESKD in subjects on cART compared to untreated subjects. cART appeared to reduce the

risk to ESKD or death in patients with both HIVAN and HIVICK.
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Introduction

Approximately 1.2 million people in the United States are cur-
rently living with Human Immunodeficiency Virus (HIV) infec-
tion." It has been transformed from an inexorably fatal disease
to a relatively controllable chronic condition, primarily due to
advancements in antiretroviral pharmacotherapy (Figure 1).
HIV affects multiple organs, including the kidney, heart, skin,
and lungs. Kidney disease is the fourth most common cause
of non-acquired-immune-deficiency syndrome-(AIDS)-related
mortality in the people living with HIV (after oncologic,
cardiac, and liver disorders).” HIV infection can result in a
diverse clinical and histologic spectrum of renal diseases;
HIV-associated nephropathy (HIVAN), HIV-associated
immune complex kidney disease (HIVICK), thrombotic
microangiopathy-related renal disease, and others.> Research
in the last two decades has shown that early initiation of com-
bination antiretroviral therapy (cART) in people living with
HIV may result in a near-normal life expectancy.® The advent
of cART in the 1990s produced a paradigm shift in the HIV,
with pandemic, striking reductions in patient mortality and

morbidity.” Nevertheless, along with co-morbidities like diabe-
tes mellitus (DM) and hypertension (HTN), chronic HIV infec-
tion may play a substantive role in the rising prevalence of
chronic kidney disease (CKD) and is associated with poor
health outcomes.” Several treatment modalities are available
for people living with HIV with end-stage kidney disease
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Death rate from HIV/AIDS in United States from year 1990 to 2017

Death rate per 100,000 people
[+

0

A 4\ A > Q
PSFELPISPIF IS ISP FL L P T EH PP
| | e || ] b | ol
A T 3 NRTI 1 NI e TSTR | 2tiNis 34STR 4 STR
di preg— Inhibitor TR
Studies: (.
Cosgrove et al.
Halle etal.
Szczech et al.
Post etal.
Attaetal. I Oy I
Bige etal. f 9years I
DaSilvaetal. I 10 years I
| |
Booth etal. I 14 years {
| |
Bookh;lane et I 16 years {

Figure |. Evolution of ART, HIV-associated mortality and inclusive dates of studies reviewed. Key: NRTI, nucleoside reverse-transcriptase
inhibitors; PI, protease inhibitor; NNRT]I, non-nucleoside reverse-transcriptase inhibitors; STR, single tablet regimen; INSTI: integrase
nuclear strand inhibitors. The graph represents the death rate from people living with HIV in the United States from 1990 to 2017 recorded in
deaths per 100,000 people. The early 1990s saw a significant surge in HIV cases. Three different drug classes: NRTI, Pl, and NNRTI were
available for use by the mid-1990s. Since then, there has been a significant drop in people living with HIV until 2017. Further, introducing several
other medication classes including INSTI to disrupt different viral mechanisms has dramatically reduced viral load in people living with HIV. The
early 2000s saw the advent of the first single-tablet regimens (STR), which have been prescribed widely. Shown are the years of each included
study in our manuscript to provide perspective on the evolution of HIV related disease and the impact of ART on data observed for HIVAN,

HIVICK and survival in people living with HIV.

(ESKD), including renal replacement therapy (RRT) and renal
transplantation, with excellent survival rates.®

HIVAN

HIVAN is the predominant renal manifestation in people
living with HIV seen in approximately 3.5-10% of the US
population infected with HIV,” chiefly African Americans.
The apolipoprotein L1 (APOL-1) gene predicts strong
genetic predisposition in individuals with sub-Saharan
African ancestry, especially those who carry renal risk variants
Gl and G2 mutations.® Clinically, HIVAN presents with
heavy proteinuria, declining renal function, hematuria, and
peripheral edema.’

HIV targets glomerular and tubular epithelia, causing podo-
cyte dysregulation and tubular-epithelial cell dysregulation,
ultimately leading to collapsing focal segmental glomeruloscle-
rosis (Figure 2). Histologically, HIVAN presents as collapsing
focal segmental glomerulonephritis (FSGN) with features of
tubular microcyst formation (containing proteinaceous casts),
tubular injury, endothelial tubule-reticular inclusion and inter-
stitial inflammation.'”

HIVICK

HIVICK is the broad term connoting renal diseases other than
HIVAN in people living with HIV — including membranous
nephropathy, membranoproliferative nephropathy, and
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Figure 2. Pathophysiology of human immunodeficiency virus-associated renal disease. HIV-1, Human immunodeficiency virus; HIVAN,

HIV-associated nephropathy.

thrombotic but
nephropathy.'!

HIVICK is the result of immune complex-mediated renal
damage and on histology it presents as global glomerular
immune complex deposition. The mechanisms that drive
HIVICK include trapping circulating immune complexes in
glomerular tufts (which may accompany polyclonal hypergam-
maglobulinemia and immune reconstitution), or in-situ forma-
tion of immune complexes, causing complement activation
and tissue injury (Figure 2).'?

HIVICK is not associated with increased frequency of
APOLI1 risk alleles, and frequently occurs in non-African pop-
ulations. Clinically, HIVICK is diagnosed when lupus-like
renal lesions are present in people living with HIV, without
serological evidence of systemic lupus erythematosus.
Patients present with nephrotic-range proteinuria, hematuria,
and low complement levels.®'' They tend to have lower
viral loads, higher CD4 counts, and higher estimated glomer-
ular filtration rates (eGFR), with better prognosis than individ-
uals with HIVAN.®

For both HIVAN and HIVICK, cART remains the corner-
stone of therapy.® This qualitative systematic review evaluates
the impact of cART on progression to ESKD, other clinical out-
comes and death in people living with HIV.

microangiopathy, excluding IgA

Materials and Methods
Design

Qualitative systematic review was conducted in accordance
with ENTREQ (Enhancing Transparency in Report the
Synthesis of Qualitative Research) guidelines (Table S1)."
The study (developed with agreement of all authors), involving
three stages: 1) Initial consultation with a medical librarian for
assistance with development of a search strategy, including
exclusion and inclusion criteria; 2) quality and critical appraisal
and data extraction; 3) data aggregation and findings synthesis.

Search Terms and Search Methods

A systematic search for this review was conducted in PubMed,
EMBASE, SCOPUS, and Cochrane databases. The search strat-
egies employed a combination of subject terms, controlled
vocabulary (MeSH and EMTREE) and keywords, including
but not limited to: “HIV-associated nephropathy,” “antiretrovi-
ral drugs,” “HIV immune complex kidney disease,” and “viral
load.” Each database was searched from inception through
January 2021, employing no date or language filters. All
search results were imported into Covidence Systematic
Review Software (Veritas Health Innovation Ltd, Melbourne
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Foreign language: 5
Wrong setting: 1

Figure 3. PRISMA flow chart.

VIC 3000, Australia) for review. The literature was reviewed
based on pre-established inclusion and exclusion criteria
(described below) by two independent reviewers. A third inde-
pendent reviewer resolved any conflicts.

Inclusion and Exclusion Criteria

Studies of people living with HIV aged older than 18 years,
with either HIVAN or HIVICK (diagnosed clinically or histo-
logically) and receiving cART as a treatment modality for
HIVAN or HIVICK were included for review. The case defini-
tions of HIVAN and HIVICK in each study was also considered
to ensure data consistency (Table S2-S3). Any publications
from which data could not be extracted were excluded. The
PICO framework was used to describe inclusion and exclusion
criteria (Table S4).

Quality Appraisal and Data Extraction

All included studies were evaluated for study quality indepen-
dently using a quality assessment tool, Joanna Briggs Institute
(JBI) Critical Appraisal Checklist for Qualitative Research

[summarized in Table S5]. This tool is designed to validate
internal studies designed for critical appraisal.'* The review
was conducted by two independent reviewers and any discrep-
ancy was resolved by a third reviewer. A standardized data col-
lection format, using Microsoft Excel (2021) was used to
extract and summarize relevant information from individual
articles for both HIVAN and HIVICK, including the author’s
name, sample size, age, ethnicity, use of cART, and various lab-
oratory results.

Data Analysis and Synthesis

The study data were analyzed based on outcomes of each
study. Three reviewers created keywords based on selected
studies to analyze the outcomes. Interpretive synthesis, that
allows for methodical analysis and interpretation, allowed
methodical data analysis interpretation.'> The studies with
words including “improvement in outcome,” “decreased mor-
tality,” or “delay in dialysis,” were considered positive out-
comes compared to words including “worsening outcome,”
“no improvement,” or “no change.” All keywords were iden-
tified by two independent reviewers (HA and NA) after
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Table |I. Summaries of all the Included Studies for HIVAN.

Publication

Study
Duration

N

Outcomes

Conclusion

Bookholane et al
Prospective Cohort
Study, 2020

Halle et al
Retrospective study,
2019

Bige et al Retrospective
study, 2012

Post et al
Retrospective study,
2008

Atta et al Cohort
Study, 2006

Abott et al Cohort
Study, 2003

Cosgrove et al
Retrospective study,
2002

Lucus et al Cohort
Study, 2004

2002-2018

2007-2013

2000-2009

1998-2004

1995- 2004

1996-2000

1996—2000

1989-2001

233

43

57

6l

36

36

23

163/233 HIVAN patients received ART. There
was a protective association of ART on renal
outcomes in HIVAN patients (p =0.008).
HIVAN incidence saw an overall decreasing
trend, with increase in ART usage noted during
the study duration (p<0.001)
109/156 patients were HIV positive, of which
76 patients were on cART with a median CD4
count of 241 (117-438) cells/mm3. Patients on
cART at the start of the study showed a better
survival curve (p=0.021) versus those not on
cART.

57 HIVAN patients were studied. After the loss
of follow-up (6 patients), 5| patients completed
the entire study. ESKD was seen in 58.8% of
patients with median renal survival of 40
months. Additionally, the study did not show
any association between HAART usage and
better renal outcome, irrespective of viral
suppression.

61 HIVAN patients were studied. Out of which
60 were already on ART at the time of HIVAN
diagnosis. Patients showed an 89% five years
survival rate.

Out of 263, 36 HIVAN patients were part of
the study. Of which 26 HIVAN patients
received ART. The study concluded that the
renal survival was better in the group receiving
ART compared to the non-treatment group
(control) both in univariate (P =0.025) and
multivariate analysis (P <0.05), independent of
CD4 count.

31 patients were on either ART or cART.
There was no survival advantage in using the
ART/cART (AHR, 0.62, p=0.06). The study
also showed that patients with HIVAN had an
increased risk of mortality (AHR: 4.74,
p<0.0l) compared to patients with other
causes of ESKD.

A total of 23 HIVAN patients were identified
and followed, of which I3 of 23 patients
received HAART. At the end of the study,
patients who received HAART showed better
renal outcomes than those who didn’t.
The study focused on 94 patients with an
incidence of HIVAN of 8 per 1000
person-years. There was a 60% reduction of
HIVAN risk in patients on HAART. In addition,
no patients developed HIVAN when HAART
was initiated before the development of AIDS.

HIVAN was the most common etiology of
kidney disease in HIV patients in South Africa.
There is a decrease in the total number of
HIVAN patients over time, likely due to
increased ART availability.

HIVAN is the primary etiology, especially in
HIV patients not taking c-ART, and they had a
high mortality rate.

More than half of the studied HIVAN patients
suffered from ESKD despite being treated with
HAART. However, early recognition of the
disease is vital to start c-ART and RAS blockers
timely before irreversible renal injury occurs.

The study showed no additional benefit of early
initiation of ART on renal function and viral
suppression. However, overall patient survival
improved.

This study provides significant data favoring the
use of ART in patients with HIVAN (p <0.05)
and its positive impact on the renal function
irrespective of CD4 count, plasma HIV RNA.
The importance of early diagnosis and
treatment of HIVAN played a massive role in
preventing renal loss.

ART use was underutilized in patients by the
study population. Primary diagnosis of HIVAN
carried a higher mortality risk when compared
to other causes of ESKD. Variables including
study population (post-ESKD patients), use of
earlier regimens, small sample size, may have
underpowered the study outcome.
HIVAN patients who received c-ART had a
stable renal function after the follow-up period
compared to non-c-ART patients; they either
showed worsening serum creatinine, renal
failure leading to dialysis, or death.
c-ART was associated with a decrease in
HIVAN incidence.

Key: AHR: adjusted hazards ratio; AIDS: acquired immunodeficiency syndrome; CKD: chronic kidney disease; e GFR: estimated glomerular filtration rate; HIV:
human immunodeficiency virus; HIVAN: HIV associated nephropathy; KDIGO: Kidney Disease Improving Global outcomes; N/A:, not available; RAS:
renin-angiotensin-aldosterone system.

detailed reading of each included article. Any disagreement
was resolved with the help of third reviewer (AK).

into categories. After detailed discussion of the synthesized
findings, conclusions were derived by all co-authors and

Furthermore, all similar study observations were aggregated data analysis was done on the included studies.
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Table 2. Summaries of all the Included Studies for HIVAN or HIVICK.

Study N N
Publication Duration  (HIVAN) (HIVICK) Outcomes Conclusion
Booth et al 1998-2012 65 55 65 HIVAN and 55 HIVICK patients HIVICK patients on ART with
Multicentre Study, were identified via kidney biopsy. ART detectable viral load at the time of
2016 therapy was given to 33.9% and 58.2%  HIVICK diagnosis showed improved
respectively. After 48 weeks of kidney function.
follow-up, there was a significant drop
in proteinuria in both groups
(p<0.0001).
da Silva et al Cohort 2004- 2014 14 14 |7 patients of HIVAN and |5 patients The inference of the study; HIVAN was
Study, 2016 of HIVICK were followed up for a the most common HIV-associated
median of 25 months. Most patients kidney disease. Patients with baseline
(82%) were on ART. Specific data on CD4 cell count >200 cells/mm3
individual groups was not available. compared to <200 cells/mm3 had
Upon 2 years of follow up, significant  better kidney function by the end of the
increase in eGFR (p=0.005), with follow up (p=0.003).
trends towards increased CD4 cell
counts (p=0.170), and decreased viral
loads (p=0.390).
Szczech et al 1995-2001 42 26 42 HIVAN and 26 non-HIVAN patients  The study reported mortality benefit of

Retrospective were studied. 27/42 of HIVAN patients  using ART in HIVAN patients but also
Cohort Study, were on ART therapy. There was no  concluded that there was no benefit of
2004 significant relation between the viral ART on non-HIVAN patients.

load and ART initiation in both HIVAN
and non-HIVAN group. Lesions other
than HIVAN were not associated with
progression to renal replacement
therapy (p=0.06) compared to
HIVAN patients-->use of ART was
associated with slower progression to
renal replacement therapy use
(p=0.03).

Key: AIDS: acquired immunodeficiency syndrome; CKD: chronic kidney disease; eGFR: estimated glomerular filtration rate; HIV: human immunodeficiency virus;
HIVAN: HIV associated nephropathy; N/A:, not available; RAS: renin-angiotensin-aldosterone system.

Of 11 studies including 692 subjects addressing HIVAN,
nine showed decreased progression to ESKD or death for sub-
jects treated with cART versus those untreated. Atta et al (2006)
clearly stated in his article'®:

Results

The initial database search yielded 4819 articles. After screen-
ing for duplications, 119 articles were selected for eligibility
screening. Eventually, 11 articles were selected based on the
inclusion criteria, as depicted in the PRISMA flow diagram
(Figure 3). Data from all included articles were extracted
(details outlined in Tables 1 and 2).

A total of 11 studies, eight with data from subjects with
HIVAN alone, and three with data from subjects with either
HIVAN or HIVICK were included. The total sample size was
787 subjects [692 HIVAN patients (11 studies), 95 HIVICK sub-
jects (three studies)]. The mean ages of HIVAN patients ranged
from 36.1 to 45.4 years [10 studies] and with HIVICK 42.6 to
448 years [three studies]. Of subjects with HIVAN, 94.40%
were African American (AA), and 5.60% were of other ethnici-
ties [based on nine studies, Table S6]. Of subjects with HIVAN,
77.37% were proven via biopsy, and 22.65% were diagnosed
clinically [based on seven studies]. However, for HIVICK,
100% were biopsy-proven [based on two studies]. Only seven
of 11 HIVAN-related studies specified the exact number of
patients receiving ART (48.7%) (Table S6).

“Renal survival was significantly higher in group treated with ART
compared to untreated group. Median renal survival was 552 days
(18.4 months) for treated group compared with 117 (3.9 months)
for the untreated group.”

However, two studies showed no survival advantage with
cART. As stated by the authors of the two articles, Abott
et al (2003) and Bige et al (2012) reported, respectively'”'®:

“Neither the use of multiple antiretroviral drugs (AHR, 0.62, 95%
CL 0.10, 3.86, p=0.06), or ACE inhibitors were associated with a
survival advantage”. “Renal outcome was poor despite the fact that
the patient received HAART after HIVAN diagnosis and a half of
them achieved viral suppression in the peripheral blood during
follow-up”.
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Nonetheless, it is important to note that, Abott et al.'” mainly
focused on small post-ESKD patient population (N =31) who
received the earlier regimens and for shorter duration
(1996-2000), these factors likely have underpowered the
study to show significant survival benefits.

All three studies addressing HIVICK showed improvement
in delaying ESKD in subjects on cART, compared to untreated
subjects. For example, Booth et al (2016) reported'":

“Patients with HIVICK who initiated ART and achieved suppres-
sion of HIV RNA experienced improvements in estimated glomer-
ular filtration rate and proteinuria.”

Discussion

This systematic qualitative review analyzes the impact of cART
in individuals with HIVAN and HIVICK. Of the Eleven studies
meeting our eligibility criteria, nine studies addressed HIVAN,
while three studies addressed HIVICK and HIVAN. Atta et al
showed the significance of cART treatment in HIVAN patients.
Thirty-six HIVAN patients were studied, with subjects divided
into group I (receiving cART) versus group II (not receiving
cART). Compared to group II, significantly increased renal sur-
vival was seen in group I (univariate, p=0.025 and multivari-
ate, p<0.05). This study provided crucial data favoring cART
in individuals with HIVAN and its positive impact on renal
function, irrespective of CD4*count and plasma viral load.
Early detection and treatment in HIVAN patients played an
essential role in preventing renal loss.'®

A retrospective study by Halle et al investigated 156 people
living with HIV with CKD, of whom 27.6% were HIVAN
patients. 48.7% of subjects received cART and were followed
for 12 months. Unfortunately, the authors did not specify how
many subjects with HIVAN received cART. However, the
study showed significant renal function improvement and
delayed mortality and morbidity (p=0.021)."" Similarly,
Post et al conducted a multi-center retrospective study on 61
subjects with HIVAN. After a median 4.2 years, there was sig-
nificant improvement in overall patient survival and renal
outcomes, which were associated with HIV RNA suppression
(p=0.001). There were no additional benefits reported in
patients with early cART initiation.?’ In addition, Cosgrove
et al and Lucas et al showed statistically significant improve-
ment in renal function (based upon serum creatinine mea-
surements p=0.027 and p<0.001, respectively) in patients
receiving cART versus those not on cART.?!+*2

On the other hand, Abbott et al observed no survival advan-
tage in their cohort study reviewing the United States Renal
Data System (USRDS). The investigators studied 36 subjects
with HIVAN, of whom 22 patients received single-agent
ART and nine received cART. The study found no significant
survival advantage with cART (p =0.06). The authors attribute
their findings to a relatively short study duration (four years)
and fewer subjects receiving ART. Additionally, the authors
noted underutilization of cART, early NRTIs (stavudine and
zalcitabine) and PIs (indinavir and saquinavir) and angiotensin

converting enzyme (ACE) inhibitors (medications known to
improve outcomes in HIVAN patients) in their subjects which
might have underpowered the results and failed to show the sur-
vival benefits of newer and robust therapies available.'’
Similarly, Bigé et al analyzed 57 HIVAN patients who received
cART between January 2000 and July 2009. On follow-up,
58.8% of the patients had ESKD, and the median renal survival
was 40 months. There was no significant association between
use of cART and better renal outcome, irrespective of the
viral load. According to the authors, this could be attributed
to renal dysfunction in patients, delayed HIVAN diagnosis
(>1 year) and/or delayed initiation of ART. However, patients
who also received renin-angiotensin system (RAS) blockers
had better renal survival (p <0.05).'8

Three studies focused on both HIVICK and HIVAN. Booth
et al conducted a multi-center retrospective study on 65 HIVAN
and 55 HIVICK patients diagnosed by renal biopsy. Forty-eight
weeks after initiation of cART, there was a significant drop in
proteinuria in both groups [89% (p=0.003) and 100% (p=
0.009), respectively]. 28.1% (9/32) of HIVAN patients pro-
gressed to ESKD compared to progression seen in HIVICK
patients [7.3% (3/41)]."!

Another retrospective cohort study by Da Silva et al was
conducted on 61 people living with HIV, of whom 14 had
HIVAN and 14 had HIVICK. All subjects with HIVAN
received cART. At the end of two-year follow-up, there were
significant delays in progression to ESKD in both populations.
The investigators did not specify outcomes for individual
groups.” Szczech et al conducted a multi-center retrospective
cohort study with 89 people living with HIV (42 with
HIVAN). Only 11 of the subjects with HIVAN were reportedly
taking cART; despite this, cCART use resulted in a trend toward
decreased progression to the use of RRT (p =0.06).%*

Secondary outcome measures, including proteinuria, viral
load, CD4* count, and eGFR were utilized in defining the prog-
nosis in HIVAN and HIVICK. Some studies utilized viral load
as one outcome predictor for HIVAN, as HIV is known to
invade renal epithelial cells directly. Interestingly, Bige et al
demonstrated presence of persistent replicating virus in the
renal epithelium that was difficult to control with cART alone
(despite undetectable plasma viral loads), leading to poor
renal outcomes despite using cART.'® This could delay
cART initiation. Additionally, they highlighted the importance
of early diagnosis and treatment before the development of irre-
versible renal injury.'®

Our qualitative analysis is consistent with previous studies
that demonstrate improvement in renal function with the initia-
tion of cART. Bookholane et al conducted a long-term single-
center prospective study in South Africa. A total of 246/419
patients were identified with biopsy-proven HIVAN. 163
patients with HIV received cART (although the study did not
specify how many HIVAN patients received cART). HIVAN
diagnosis was associated with mortality [adjusted hazards-ratio
(HR) 1.77, Confidence Interval (CI): 1.07-2.91, p=0.025],
and cART use was shown to be protective (adjusted HR:
0.52, p=0.0008). Moreover, the study concluded that the
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proportion of biopsy-proven HIVAN patients declined over
time, likely due to greater cART availability.

Evolution of ART

There have been substantial advances over the past four decades
in antiretroviral formulations, and their utilization in people
living with HIV (Figure 1). In 1987, the first class of
ARVs-the nucleoside analog reverse transcriptase inhibitors
(NRTIs) were introduced.”® As additional NRTIs were devel-
oped, emerging viral drug resistance, toxicities and lower
potency limited their clinical impact.?’

Succeeding decades brought introduction of newer classes of
ART, including protease inhibitors (PIs) in 1995 and non-
nucleoside reverse transcriptase inhibitors (NNRTIs) in
1996.*® Triple-drug combinations comprised of two NRTIs
plus either a PI or NNRTI became the new treatment standard,
which also became known as highly active antiretroviral
therapy (HAART) or cART. Such combination regimens intro-
duced in the mid-1990s led to a subsequent marked decline in
HIV-associated mortality rates.”” However, diminished enthu-
siasm for lifelong cART surfaced due to the growing concern
about drug interactions, complex regimes, pill burden, and
decreasing quality of life. In 2006, the first FDA-approved
single-tablet regimen (STR), was launched. It contained efavir-
enz, an NNRTI and a combination of dual NRTIs- tenofovir dis-
oproxil fumarate (TDF) and emtricitabine (FTC).*® With its
success, many other STRs were launched as they demonstrated
effectiveness in suppressing HIV replication.®!

Other antiretroviral classes, including fusion/entry inhibitors
and integrase inhibitors, continued to fortify the HIV treatment
armamentarium.  Integrase  strand  transfer  inhibitor
(INSTI)-containing three-drug regimens are well tolerated and
are currently recommended for initial cART by National
Institute of Health (NIH) guidelines, USA.**

Newer potent agents and co-formulated products have
resulted in decreased ART pill burden and overall reduced
adverse effects. The STRs proved to be safe, convenient, and
easy to tolerate, hence reducing selective nonadherence to com-
ponents of the regimen.>® In addition, there is lower potential
for resistance and cross-resistance with the use of STRs.**
These critical observations have led to improved outcomes
related to viral load. The studies included in our analysis
show data from different eras of ART. Therefore, the differ-
ences between studies in progression to ESKD and mortality
outcomes may reflect different adherence rates to therapy and
treatment efficacy. The studies were conducted between
1989-2018 (Table S6), during which time a constant drop in
HIV-related mortality was seen.

Despite their excellent efficacy, certain factors may limit the
use of STRs, including inability to adjust dosages in patients
with renal insufficiency. TDF, lamivudine (3TC), and FTC
require dose reduction in patients with creatinine clearance
less than 50ml/minute.*>>’ Another limitation may be the indi-
vidual patient’s viral resistance profile and intolerance to any
component of the STR.*® Additionally, drug interactions,

ART-induced rhabdomyolysis, and metabolic complications
may contribute indirectly to kidney injury.*®

This review has some limitations. Due to the absence of
some necessary data points (such as lack of data before and
after cART initiation), we were unable to perform a meta-
analysis. No additional information was obtained on contacting
the corresponding authors of the studies. Thus, we pursued a
qualitative systematic review. Secondly, due to the limited
understanding of the pathogenesis and the heterogeneity of dis-
eases, there is no consensus or guidelines for categorization of
HIVICK. As a result, there remains uncertainty as to whether
conditions like IgA nephropathy are part of HIVICK.'*!
Moreover, as the diagnosis of HIVAN has evolved over the
years, there is a lack of universal case definitions of HIVAN
and HIVICK (Tables 1 and 2). Establishing case definition
would facilitate the recognition of all clinical variants of
HIVAN and allow better screening, treatment, and prevention
methods. Lastly, process surveillance measures were absent,
resulting in our inability to assess the adherence to cART in
the study population.

Conclusion

cART appears to reduce risk of progression to ESKD or death in
both HIVAN and HIVICK and should be considered standard
of care. Focused prospective studies will help determine the
overall risks and benefits of cART in people living with HIV
with renal disease.

Data Availability

Available on reasonable request.

Research Ethics

Our study did not require an ethical board approval because it did not
contain human or animal trials.

Contributorship

HA and NA designed the study selection criteria, search keywords,
drafted the initial manuscript, performed data analysis, and created
the illustrations. AK performed qualitative assessment, revised, and
reviewed the manuscript for intellectual content. JV conducted litera-
ture search, designed methodology, supervised, and contributed to
qualitative assessment. MZ performed data analysis and reviewed
the manuscript. JC conceptualized and designed the study, supervised
the process, revised and reviewed the manuscript for intellectual
content. All authors approved and agreed on the final manuscript as
submitted.

Declaration of Conflicting Interests

The author(s) declared no potential conflicts of interest with respect to
the research, authorship, and/or publication of this article.

Funding

The author(s) received no financial support for the research, author-
ship, and/or publication of this article.



Adnani et al.

ORCID iD

Harsha Adnani

https:/orcid.org/0000-0001-6622-6297

Supplemental Material

Supplemental material for this article is available online.

References

1.

10.

11.

12.

13.

14.

HIV.gov, U.S statistics. Accessed on Dec 12th, 2020, https:/
www.hiv.gov/hiv-basics/overview/data-and-trends/statistics.

. Razzak Chaudhary S, Workeneh BT, Montez-Rath ME, Zolopa

AR, Klotman PE, Winkelmayer WC. Trends in the outcomes of
end-stage renal disease secondary to human immunodeficiency
virus-associated nephropathy. Nephrol Dial Transplant.
2015;30(10):1734—1740. https:/doi.org/10.1093/ndt/gfv207

. Menez S, Hanounech M, McMahon BA, Fine DM, Atta MG.

Pharmacotherapy and treatment options for HIV-associated
nephropathy. Expert Opin Pharmacother. 2018;19(1):39-48.
https:/doi.org/10.1080/14656566.2017.1416099

. National Institute of Allergy and Infectious Disease. Accessed

December 19, 2020.  https:/www.niaid.nih.gov/diseases-

conditions/antiretroviral-drug-development

. Clark LE, Khan I. Outcomes in CKD: what we know and what we

need to know. Nephron Clinical Practice. 2010;114(2):c95—c102.
https:/doi.org/10.1159/000254381

. Wyatt CM. The kidney in HIV infection: beyond HIV-associated

nephropathy. Top Antivir Med. 2012;20(3):106-110.

. Juan G. Melendez Rivera, Muhammad F. Hashmi. (2021). Last

visited on May 29, 2021, HIV Nephropathy, StatPearls. https:/
www.ncbi.nlm.nih.gov/books/NBK 559134/

. Fogo AB, Lusco MA, Najafian B, Alpers CE. AJKD atlas of renal

pathology: HIV-associated immune complex kidney disease
(HIVICK). Am J Kidney Dis. 2016;68(2):e9-e10. https:/doi.org/
10.1053/j.ajkd.2016.06.00

. Gameiro J, Jorge S, Lopes JA. HIV and renal disease: a contem-

porary review. Int J STD AIDS. 2018;29(7):714-719. https:/doi.
org/10.1177/0956462417750710

Swanepoel CR, Atta MG, D’ Agati VD, et al. Kidney disease in the
setting of HIV infection: conclusions from a kidney disease:
improving global outcomes (KDIGO) controversies conference.
Kidney Int. 2018;93(3):545-559. https:/doi.org/10.1016/j.kint.
2017.11.007

Booth JW, Hamzah L, Jose S, et al. Clinical characteristics and
outcomes of HIV-associated immune complex kidney disease.
Nephrol Dial Transplant. 2016;31(12):2099-2107. https:/doi.
org/10.1093/ndt/gfv436

Wyatt CM. Kidney disease and HIV infection. Top Antivir Med.
2017;25(1):13-16.

Tong A, Flemming K, Mclnnes E, Oliver S, Craig J. Enhancing
transparency in reporting the synthesis of qualitative research:
ENTREQ. BMC Med Res Methodol. 2012;12(181):1-8. https:/
bmcmedresmethodol.biomedcentral.com/track/pdf/10.1186/1471-
2288-12-181.pdf

Hannes K, Lockwood C, Pearson A. A comparative analysis of
three online appraisal instruments’ ability to assess validity in
qualitative research. Qual Health Res. 2010 Dec;20(12):1736—

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

1743. doi:10.1177/1049732310378656. Epub 2010 Jul 29.
PMID: 20671302.

Weed M. 2005. "Meta interpretation": a method for the interpre-
synthesis of qualitative research. Forum Qualitative
Sozialforschung.

Atta MG, Gallant JE, Rahman MH, et al. Antiretroviral therapy in
the treatment of HIV-associated nephropathy. Nephrol Dial
Transplant. 2006;21(10):2809-2813. https:/doi.org/10.1093/ndt/
gfi337

Abbott KC, Trespalacios FC, Agodoa LY, Ahuja TS. HIVAN
And medication use in chronic dialysis patients in the United
States: analysis of the USRDS DMMS Wave 2 study. BMC
Nephrol. 2003;4:5. https:/doi.org/10.1186/1471-2369-4-5

Bige N, Lanternier F, Viard J-P, et al. Presentation of

tive

HIV-associated nephropathy and outcome in HAART-treated
patients. Nephrol Dial Transplant. 2012;27(3):1114-1121.
https:/doi.org/10.1093/ndt/gfr376

Halle MP, Essomba N, Djantio H, et al. Clinical characteristics
and outcome of HIV infected patients with chronic kidney
disease in Sub Saharan Africa: an example from Cameroon.
BMC Nephrol. 2019;20(1):253. https:/doi.org/10.1186/s12882-
019-1446-3

Post FA, Campbell LJ, Hamzah L, et al. Predictors of renal
outcome in HIV-associated nephropathy. Clin Infect Dis.
2008;46(8):1282—1289. https:/doi.org/10.1086/529385

Cosgrove CJ, Abu-Alfa AK, Perazella MA. Observations on
HIV-associated renal disease in the era of highly active antiretro-
viral therapy. Am J Med Sci. 2002;323(2):102—106. https:/doi.org/
10.1097/00000441-200202000-00009

Lucas GM, Eustace JA, Sozio S, Mentari EK, Appiah KA, Moore
RD. Highly active antiretroviral therapy and the incidence of
HIV-1-associated nephropathy: a 12-year cohort study. AIDS
(London, England). 2004;18(3):541-546. https:/doi.org/10.
1097/00002030-200402200-00022

da Silva DR, Gluz IC, Kurz J, et al. Multiple facets of
HIV-associated renal disease. Braz J Med Biol Res. 2016;49(4):
e5176. https:/doi.org/10.1590/1414-431X20165176

Szczech LA, Gupta SK, Habash R, et al. The clinical epidemiol-
ogy and course of the spectrum of renal diseases associated with
HIV infection. Kidney Int. 2004;66(3):1145-1152. https:/doi.
org/10.1111/1.1523-1755.2004.00865.x

Bookholane H, Wearne N, Surapaneni A, et al. Predictors and
prognosis of HIV-associated nephropathy on kidney biopsy in
South Africa. Kidney Int Rep. 2020;5(10):1799-1804. https:/
doi.org/10.1016/j.ekir.2020.06.036

Broder S. The development of antiretroviral therapy and its impact
on the HIV-1/AIDS pandemic. Antiviral Res. 2010;85(1):1-18.
https:/doi.org/10.1016/j.antiviral.2009.10.002

Fischl MA, Richman DD, Grieco MH, et al. The efficacy of azido-
thymidine (AZT) in the treatment of patients with AIDS and
AIDS-related complex. A double-blind, placebo-controlled trial.
N Engl J Med. 1987;317(4):185-191. https:/doi.org/10.1056/
NEJIM198707233170401

Vella S, Schwartlinder B, Sow SP, Eholie SP, Murphy RL.
The history of antiretroviral therapy and of its implementation
in resource-limited areas of the world. AIDS (London,


https://orcid.org/0000-0001-6622-6297
https://orcid.org/0000-0001-6622-6297
https://www.hiv.gov/hiv-basics/overview/data-and-trends/statistics
https://www.hiv.gov/hiv-basics/overview/data-and-trends/statistics
https://www.hiv.gov/hiv-basics/overview/data-and-trends/statistics
https://doi.org/10.1093/ndt/gfv207
https://doi.org/10.1093/ndt/gfv207
https://doi.org/10.1080/14656566.2017.1416099
https://doi.org/10.1080/14656566.2017.1416099
https://www.niaid.nih.gov/diseases-conditions/antiretroviral-drug-development
https://www.niaid.nih.gov/diseases-conditions/antiretroviral-drug-development
https://www.niaid.nih.gov/diseases-conditions/antiretroviral-drug-development
https://doi.org/10.1159/000254381
https://doi.org/10.1159/000254381
https://www.ncbi.nlm.nih.gov/books/NBK559134/
https://www.ncbi.nlm.nih.gov/books/NBK559134/
https://www.ncbi.nlm.nih.gov/books/NBK559134/
https://doi.org/10.1053/j.ajkd.2016.06.00
https://doi.org/10.1053/j.ajkd.2016.06.00
https://doi.org/10.1053/j.ajkd.2016.06.00
https://doi.org/10.1177/0956462417750710
https://doi.org/10.1177/0956462417750710
https://doi.org/10.1177/0956462417750710
https://doi.org/10.1016/j.kint.2017.11.007
https://doi.org/10.1016/j.kint.2017.11.007
https://doi.org/10.1016/j.kint.2017.11.007
https://doi.org/10.1093/ndt/gfv436
https://doi.org/10.1093/ndt/gfv436
https://doi.org/10.1093/ndt/gfv436
https://bmcmedresmethodol.biomedcentral.com/track/pdf/10.1186/1471-2288-12-181.pdf
https://bmcmedresmethodol.biomedcentral.com/track/pdf/10.1186/1471-2288-12-181.pdf
https://bmcmedresmethodol.biomedcentral.com/track/pdf/10.1186/1471-2288-12-181.pdf
https://bmcmedresmethodol.biomedcentral.com/track/pdf/10.1186/1471-2288-12-181.pdf
https://doi.org/10.1177/1049732310378656
https://doi.org/10.1093/ndt/gfl337
https://doi.org/10.1093/ndt/gfl337
https://doi.org/10.1093/ndt/gfl337
https://doi.org/10.1186/1471-2369-4-5
https://doi.org/10.1186/1471-2369-4-5
https://doi.org/10.1093/ndt/gfr376
https://doi.org/10.1093/ndt/gfr376
https://doi.org/10.1186/s12882-019-1446-3
https://doi.org/10.1186/s12882-019-1446-3
https://doi.org/10.1186/s12882-019-1446-3
https://doi.org/10.1086/529385
https://doi.org/10.1086/529385
https://doi.org/10.1097/00000441-200202000-00009
https://doi.org/10.1097/00000441-200202000-00009
https://doi.org/10.1097/00000441-200202000-00009
https://doi.org/10.1097/00002030-200402200-00022
https://doi.org/10.1097/00002030-200402200-00022
https://doi.org/10.1097/00002030-200402200-00022
https://doi.org/10.1590/1414-431X20165176
https://doi.org/10.1590/1414-431X20165176
https://doi.org/10.1111/j.1523-1755.2004.00865.x
https://doi.org/10.1111/j.1523-1755.2004.00865.x
https://doi.org/10.1111/j.1523-1755.2004.00865.x
https://doi.org/10.1016/j.ekir.2020.06.036
https://doi.org/10.1016/j.ekir.2020.06.036
https://doi.org/10.1016/j.ekir.2020.06.036
https://doi.org/10.1016/j.antiviral.2009.10.002
https://doi.org/10.1016/j.antiviral.2009.10.002
https://doi.org/10.1056/NEJM198707233170401
https://doi.org/10.1056/NEJM198707233170401
https://doi.org/10.1056/NEJM198707233170401

Journal of the International Association of Providers of AIDS Care

29.

30.

31.

32.

England). 2012;26(10):1231-1241.
QAD.0b013e32835521a3

Hammer SM, Squires KE, Hughes MD, et al. A controlled trial of
two nucleoside analogues plus indinavir in persons with human

https:/doi.org/10.1097/

immunodeficiency virus infection and CD4 cell counts of 200 per
cubic millimeter or less. N Engl J Med. 1997;337(11):725-733.
https:/doi.org/10.1056/NEJM199709113371101

Gallant JE, Delesus E, Arribas JR, et al. Tenofovir DF, emtricita-
bine, and efavirenz vs. zidovudine, lamivudine, and efavirenz for
HIV. N Engl J Med. 2006;354(3):251-260. https:/doi.org/10.
1056/NEJMo0a051871

Gandhi M, Gandhi RT. Single-pill combination regimens for treat-
ment of HIV-1 infection. N Engl J Med. 2014;371(3):248-259.
https:/doi.org/10.1056/NEJMct1215532

Guidelines for the use of antiretroviral agents in adults and
adolescents living with HIV. Accessed July 6, 2021. https:/
clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/whats-
new-guidelines. The U.S. Department of Health and Human
Services clinical guidelines for antiretroviral therapy for adults
living with HIV.

33.

34.

35.

36.

37.

38.

39.

Cutrell J, Bedimo R. Single-tablet regimens in the treatment of
HIV-1 infection. Fed Pract. 2016;33(Suppl 3):24S-30S.

Truong WR, Schafer JJ, Short WR. Once-daily, single-tablet reg-
imens for the treatment of HIV-1 infection. Pharm Therapeut.
2015;40(1):44-55.

Venter W, Fabian J, Feldman C. An overview of tenofovir and renal
disease for the HIV-treating clinician. South Afr J HIV Med.
2018;19(1):817. https:/doi.org/10.4102/sajhivmed.v19i1.817

Nel J, Dlamini S, Meintjes G, et al. Southern African HIV clini-
cians society guidelines for antiretroviral therapy in adults: 2020
update. South Afr J HIV Med. 2020;21(1):1115. https:/doi.org/
10.4102/sajhivmed.v21il.1115

European AIDS Clinical Society, guidelines version 10.1, October
2020. Accessed May 30, 2021.
Guidelines.aspx

Astuti N, Maggiolo F. Single-tablet regimens in HIV therapy.
Infect Dis Ther. 2014;3(1):1-17. https:/doi.org/10.1007/s40121-
014-0024-z

Alfano G, Cappelli G, Fontana F, et al. Kidney disease in HIV infec-
tion. J Clin Med. 2019;8(8):1254. https:/doi.org/10.3390/jcm8081254

http:/www.eacsociety.org/


https://doi.org/10.1097/QAD.0b013e32835521a3
https://doi.org/10.1097/QAD.0b013e32835521a3
https://doi.org/10.1097/QAD.0b013e32835521a3
https://doi.org/10.1056/NEJM199709113371101
https://doi.org/10.1056/NEJM199709113371101
https://doi.org/10.1056/NEJMoa051871
https://doi.org/10.1056/NEJMoa051871
https://doi.org/10.1056/NEJMoa051871
https://doi.org/10.1056/NEJMct1215532
https://doi.org/10.1056/NEJMct1215532
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/whats-new-guidelines
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/whats-new-guidelines
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/whats-new-guidelines
https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/whats-new-guidelines
https://doi.org/10.4102/sajhivmed.v19i1.817
https://doi.org/10.4102/sajhivmed.v19i1.817
https://doi.org/10.4102/sajhivmed.v21i1.1115
https://doi.org/10.4102/sajhivmed.v21i1.1115
https://doi.org/10.4102/sajhivmed.v21i1.1115
http://www.eacsociety.org/Guidelines.aspx
http://www.eacsociety.org/Guidelines.aspx
http://www.eacsociety.org/Guidelines.aspx
https://doi.org/10.1007/s40121-014-0024-z
https://doi.org/10.1007/s40121-014-0024-z
https://doi.org/10.1007/s40121-014-0024-z
https://doi.org/10.3390/jcm8081254
https://doi.org/10.3390/jcm8081254

	 Introduction
	 HIVAN
	 HIVICK

	 Materials and Methods
	 Design
	 Search Terms and Search Methods
	 Inclusion and Exclusion Criteria
	 Quality Appraisal and Data Extraction
	 Data Analysis and Synthesis

	 Results
	 Discussion
	 Evolution of ART

	 Conclusion
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


