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* Kronik HIV enfeksiyonu viral supresyona ragmen
hizlanmis yaslanma ile iliskili ve bu yuzden komorbid
hastaliklar, KBH dahil, daha erken ortaya cikiyor.

® Son 35 yil icersinde bobrek hastaliginin etyolojisi
degisti: glomerular hastalikta azalma, nefrotoksisite,
DM ve nefroanjioskleroz da artma

® Hastalar halen yuksek mortaliteden sorumlu ABH ve
KBH acisindan yuksek riskliler

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



ABH insidansi

® Pozitif olmayanlara gore insidans 2-3 kat yliksek
" %3-18

* |lIk 3 ayda 10 kat daha fazla

®* ART doneminde sikligr azalirken ciddiyeti ve dializ
gerektirirligi artmakta

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781
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ABH risk faktorleri

® Altta yatan KBH

® Akut ve kronik KC hast.

* |leri yas

°* DM

* AIDS

* yuksek viral yuk, dusuk CD4
®* HCV koentf.

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



ABH tanimi

® Serum kreatininde artma
= > 0.3 mg/dl (48 saatte)
= > Bazal degerin 50% (1.5 kat) (7 giinde)

®* Diurezde azalma
= < 0.5ml/kg/h (6 saatte)

SG-2017/09



ABH nedenleri

®* HIV'e 6zgl olmayan nedenler
= Firsatci enfeksiyonlar
= Hipoperflizyon ve iskemi
= Akut interstisyel nefrit
= Rabdomiyoliz
= Uriner obstriiksiyon (kan pihtisi, fungus topu, kristaliiri,..)

®* HIV'e 6zgu glomerulopati
* llaclar*

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



KBH Siklig:

® 2-5 kat yuksek
®* %4.7 - %9.7

= Proteinuri varligi da kriter alindiginda %33
= Kendi serimizde %4.5 (9/200) (40 yas uzerinde %7.3 — 6/82)

® Son calismalarda naif hastalarda %6.2

SG-2017/09



FIGURE 1: Trends in the incidence of end-stage renal disease from HIV-associated nephropathy {
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KBH risk faktorleri

Klasik faktorler: HT, DM, KVH, 6ncesinde ABH, siyah irk, ileri yas

HIV-iligkili faktorler: AIDS, distik CD4 (<200 cells/mm3), yliksek RNA
seviyeleri, HCV koenfek5|yonu iv ilagc bagimhligi, belirli AR ilaglar
(tenofovir, indinavir, lopinavir/ritonavir, atazanavir/ritonavir, abacavir)

Bayan cinsiyet
Sigara

ART suresi
Nefrotoksik ilaclar

KBH olanlarda progresyon icin risk faktorleri: HIVAN, Afrika kokenli, aile
oykusu, proteinurinin ciddiyeti, ileri immunosupresyon

Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—-781



KBH nedenleri

HIV'e 6zgu glomerulopatiler

°* HIVAN

®* HIV immune complex kidney
disease (HIVICK)

Immune complex-mediated
glomerulonephritis

Post-infectious
glomerulonephritis

Immunoglobulin A nephritis

Mixed sclerotic/inflammatory
disease

Membranous glomerulopathy
Lupus-like disease

®* Thrombotic microangiopathy

SG-2017/09

HIV'e 6zgu olmayan
glomerulopatiler
®* HCV-iliskili
MPGN/cryoglobulinemia
®* Amiloidoz
* Klasik FSGS
® Diyabetik nefropati
® Nefroanjioskleroz

llaclar*

Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—-781



HIV-iliskili BH

°* HIVAN

= Tedavi edilmeyen ileri immunsupresyonda hastalarda en sik

= Klinik olarak hematurisiz ciddi proteintri, GFR'de hizli azalma, renal
ultrasonda ekojenik bobrek ve normal KB ile karakterize

= ***ART alan, CD4 sayisi normal ve belirlenemez viral yiiki olan
hastada goriulmez.
®* HIV immin kompleks BH
= Biyopsi olgularinin %30-40'unda
= ART alan, viral yuku distik, CD4 sayisi ve eGFR daha yiiksek hastalar
= Daha az olasilikla ESRD’na ilerler

= Viral proteinlere ve diger enfeksiyon iliskili antijenlere immiin
cevaplar ve viral replikasyon katki saglar

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—-781



® Son yillarda hipertansif ve diabetik nefropati, BH
nedenlerinin %50'sinden fazlasindan sorumlu

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



Nefrotoksisite

® ART iliskili ABH tedavinin ilk yilinda, 6zellikle ilk 3 ayda
daha sik (10 kat)

* jleri evre ve ciddi KBH nadir

= Tedavi alan hastalar yakindan takip ediliyor ve erken
mudahele ediliyor

® Sikhkla KBH ile iliskili olanlar; indinavir, atazanavir,
tenofovir disoproxil fumarate (TDF), lopinavir/ritonavir

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



Antiretroviral nefrotoksisite

®* ABH: indinavir, atazanavir, didanosine, ritonavir, saquinavir, tenofouvir,
abacavir

®* KBH: abacavir, atazanavir, indinavir, lopinavir, tenofovir
® Akut interstisyel nefrit: abacavir, atazanavir, indinavir

®* Fanconi send.: tenofovir, didanosine, abacavir

® Renal tubller asidoz: lamivudine, stavudine,

® Kristaluri, nefrolitiazis: indinavir, atazanavir and (rare): nelfinavir,
amprenavir

®* Nefrojenik DI: didanosine, tenofovir
® ART disi digerleri (tmp/smz, pentamidin, asiklovir, foscarnet, cidofovir)

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



ART ve Renal Toksisite

°* TDF
= Prox. tiibuler hasar, ABH, KBH, nefrojenik DI

Prox.tubuler hasar nadiren Fanconi sendromuna (metabolik
asidoz ve kemik bozukluklar) ilerler

* ATV

* GFR'de azalma, nefrolitiazis, prox.tub.hasar, interstisyel
nefrit ve ABH

= RTV ile kombine edildiginde daha fazla GFR'yi azaltir
= KBH iliskisi ???
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* Kobistat
= Guclu bir cytochrome P450 3A (CYP3A) inhibitori

= Glomeruler filtrasyondan ziyade tiibtiler sekresyonu azaltarak
kreatinini arttirir

= |rreversible

® ELV/c/TDF/FTC
= Hesaplanmis CrCl <70 mL/dk ise onerilmez
= CrCl <50 mL/dk ise kesilmelidir

® Rilpivirine ve DTG baslandiktan sonra 2-4 hafta icinde
kreatininde hafif yukselme

SG-2017/09



* ***TDF ve ledipasvir (+sofosbuvir in Harvoni)
kombinasyonu TDF plazma konsantrasyonunu ve
nefrotoksisite riskini arttirmakta

SG-2017/09



TDF iliskili nefrotoksisite

®* ABH %0.7-10
® Subklinik prox.tub.dysfxn. %22-81

®* Fanconi syndrome

= Artmis tubdler ||grotein atilimi, hiperfosfatemi/hipofosfatemi,
glikozuri, metabolik asidoz, hipokalemi

® Kronik tubulointerstisyel nefrit, irreversible olabilir
®* KBH insidansi 1.76/1000 hasta yil

® atazanavir/ritonavir ve lopinavir/ritonavir ile birlikte kiimulatif risk
artiyor

* DM, metabolik sendrom, HT ve ateroskleroz bébrek fxn kaybini
arttirir

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781
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Bobrek hasari gostergeleri

® Albuminuri veya proteinuri

®* Tubdller hastaliga bagh elektrolit ve diger anormallikler
® Histolojik olarak belirlenmis anormallikler

® Goruntuleme ile belirlenmis yapisal anormallikler

®* Bobrek transplantasyon oykusu

SG-2017/09 CID 2014;59:e96-138



KBH Tanimi

Bobrek hasar gostergeleri olmasa bile,

3 aydan uzun siire GFR <60 mL/dk/1.73 m?

SG-2017/09



BH neden onemli?

®* Mortalite yuksek

= Azalmis GFR ve albuminuri mortalite ile iliskili
ABH 5 kat (%27)
Dializ gerektiren ABH'de 3 kat

® Diger olumsuz sonuclar yuksek
= KVH riski 6 kat yliksek

Choi Al, et al. Circulation 2010; 121:651-8.
SG-2017/09 Wyatt CM, et al. Inmune Defic Syndr 2010; 55:73—7.



2 No AKI
' AKI stage 1
® AKl stage 2 and 3
® Dialysis-requiring AKI
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KBH Prognoz Siniflamasi
(KDIGO-Kidney Disease Improving Global Outcomes)

Tim sebeplere bagli mortalite, KVH mortalitesi, son donem renal yetmezIlik, akut renal yetmezlik riski

Albuminuria categories
(expressed as mg albumin per g creatinine in urine)

Al A2 A3
(<30 mg/g) (30-300 mg/g) (>300 mg/g)
Normal to mildly increased Moderately increased Severely increased

G1(=90)
Normal or high

G2 (60-89)
Mildly decreased

G3a (45-59)
Mildly to moderately decreased

G3b (30-44)
Moderately to severely decreased

G4 (15-29)
Severely decreased

G5 (<15)
Kidney failure

SG-2017/09



Ik degerlendirme
Amac:
®* Risk faktorlerini tanimlamak

® Gizli KBH varsa tanimlamak
= Etyolojisini aydinlatmak

= Progresyonunu onlemek

® Degistirilebilir faktorlerin Gizerine gitmek

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Demographic factors

Comorbidities that may favour CKD progression:
Smoking habit

- Black race Obesity

- Low body weight High blood pressure

- Advanced age

Low blood pressure (systolic BP <100mmHg)
Factors associated with VIH infection Episodes of volume depletion (vomiting-diarrhoea, diuretics),
- Viral replication Heart failure — low output
Infections (sepsis)
Urinary tract obstruction
Acute pyelonephritis
Atherosclerosis (ischemic nephropathy)
Chronic Hepatitis C

CDA+ lymphocyte nadir <200 cells/pl

Previous diagnosis of AIDS due to category C clinical events

High blood pressure
Diabetes mellitus

Chronic hepatitis due to HCY or HBY

Use of potentially nephrotoxic drugs
- Antiretroviral drugs: tenofovir, indinavir
Others: non-steroidal anti-inflammatory drugs, aminoglyco-

sides, amphotericin B, cidofovir, co-trimoxazole sulfadiazine,

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



®* Anamnezde mevcut hastaliklar, aile oykusu, ilaclar
®* FM'de KB ve vucut agirhgi

®* Temel lab testleri:
= Serumda kreatinin, fosfat
= eGFR (CKD-EPI veya MDRD)

= Proteinuri, idrarda protein/kreatinin orani (UP/C)
DM ve HT olgularinda idrarda albimin/kreatinin orani (UA/C)

= Glukosuri (strip)
= |drar sedimenti

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



GFR formulleri

®* CKD Epidemiology Collaboration (CKD-EPI) formuli

= Modification of Diet in Renal Disease (MDRD) formiiliinden
daha dogru

= Hem kreatinin hem de cystatin C'ye gore hesaplanan
formil daha dogru sonuc

® Cockcroft—Gault

= Daha az dogru
= fakat daha pratik ve doz ayarlamasi icin onerilir

SG-2017/09



24 saatlik idrarda CrCl??

®* eGFR'ye ustunlugui yok

* Ancak, belirli durumlarda yapilabilir
= Uc kilolar (VKI <19 kg/m2 veya >35kg/m2)
= Ciddi kas anormallikleri
= Ciddi KC hastaligi

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Yalanci GFR

° GFR1

= Ciddi kas kitlesinde azalma, ciddi malnitrisyon, HCV veya HBV enf.na
sekonder ciddi KC hastaligi

® GFR!
= Belirli ilaglar (Tmp, cimetidine, RPV, DTG, COBI)

Baslangic¢ kreatinin konsantrasyonunda artis <30%, siklikla birka¢ giin sonra
En fazla 4 hafta icinde tekrarlanmalidir

llac kesildikten sonra bazal seviyeye iner

Serum ure konsantrasyonunu stabil kalir

Proteintri, normoglisemik glukoziiri veya anormal idrar sedimenti bulgularn
yoktur

Eger bunlar potansiyel nefrotoksik ilaclarla (6r.TDF) kullanilirsa, daha
kompleks renal fonksiyon markerleri (serum cystatin C gibi) kullanilabilir.

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81
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Albuminuri veya proteinuri

Bobrek hasarini en iyi gosteren parametreler
KBH tani ve siniflamasinda en sik kullanilan kriterler

Idrarda protein konsantrasyonunda kuclik artiglar siklikla serum
kreatininde artis veya GFR azalmasindan 6nce gelir.

Son evre bobrek hastaligina progresyon icin GFR’ye kiyasla daha iyi bir
gosterge

Proteinuri hem albumin hem de dusiik-molekul-agirlikl proteinleri (-2
kmlcroglobulln immunoglobulin light chains, retinol binding protein)
apsar

= |drarda dustik-molekiil-agirlikli proteinlerin artisi
proximal tubular hasari

= Albuminuri
glomeruler hastaligi gosterir

Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



* |drar test stripi
= Semikantitatif

= Esas olarak albumindriyi belirler (dustk-molekil-agirlikh
proteinleri belirlemez)

= Uriner enfeksiyonu belirlemede (esteraz ve nitrit), tibdler
anormallikler (non-hiperglisemik glukoziiri) veya uriner
sediment anormallikleri (hematdiri) icin yararl olabilir

® Albumin veya protein konsantrasyonlarinin (m%() kreatinin
konsantrasyonuna (g) orani (UACR, uPCR) (klinik olarak en

yararl olciim)

= Random idrar o6rnegi (tercihen sabah ilk idrar 6rnegi) 24 saatlige
yakin sonuc verir.

= Nefrotik sinirda proteiniri (>3g/gun) varsa 24 saatlik idrar
ornegi onerilir.

SG-2017/09



Renal Disease Rizk assessment'’ Anmual Maore fraquent monitoring if eGFR < 90mLbnin, CED risk
eGFR (CKD-EP|)1! * 312 manths factors present'’!’ and/or prior to starting and on treatment with
nephretoxic drugs'™

Lrine dipstick ana[‘;.-sis3"'i il AririLeal Every & months if eGFR < 60 mLimin,
if proteinuria = 1+ andfor eGFR < 60 mLUimin perferm UP/C ar
AGH

SG-2017/09 EACS 2016



* |drar dipstick testi ile hematiiri ve proteiniiri taramasi

® 2> 1+ protein varsa spot idrarda UP/C
= 2-3 hf ara ile > 2 kez proteintiri varsa persistan

®* DM ve HT hastasinda UA/C bakilmali
* UP/C > UA/C ise tubuler proteiniri.

SG-2017/09 EACS 2016



Yalanci proteinuri

* Albumindri 1

= Yogun fiziksel egzersiz, aktif enfeksiyon, ates, hiperglisemik
dekompanzasyon, kalp yetmezligi

®* uACRveya uPCR 1
= Azalmis kas kitlesi

®* uACR veya uPCR |
= Cok kasli kisiler ve Afrika kokenliler

®* Bu durumda 24 saatlik idrarda proteinuri, albuminuri
belirlenebilir.

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Albuminuri ve Proteinuri Siniflamasi

Measurement Moderately Increased (A2) Severely Increased (A3)

AER, mg/24 h A 30-300
PER, mg/24 h <150 150-500
ACR
mg/mmaol <3 3-30
ma/lg 30-300
PCR
ma/mmaol i 15-60
ma/g <150 150-500

Protein reagent strip Megative or trace Trace to 1+ 1+ or greater

SG-2017/09



* eGFR !

* UP/C1

® Hipofosfatemi

®* Normoglisemik glukozuri

Tubuler hasar suphesi

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Proksimal Tlibuler Disfonksiyon Gostergeleri

* Hipokalemi

®* Hipofosfatemi

® Glikozuri

®* Serum bikorbonat seviyesinde azalma

® Fraksiyonel fosfat atilimi >%20 (n<%10)

® Fraksiyonel urik asit atilimi >%20 (n<%15)

* |drar albiimin/protein orani <0.4 (>0.4 ise glomerular
hastaligi gosterir)

SG-2017/09



®* Normal fosfat ve urik asit atilimi (<20%) tubulin hasarl
olmadigini gosterir

® Yuksek FEP (>20%) cok spesifik degildir, primer veya
sekonder hiperparatiroidizmden ve 25(OH) vit.D
seviyelerinden etkilenebilir.

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



* |drarda Albumin/Protein orani (UA/P)
= >0.4 ise glomeriler proteiniiri (GN, HT, DM)
= <0.4 ise tubuler proteintri

tibuler reabsorbsiyon bozukluguna bagh dustik molekuler
agirlikh proteinlerin artisi (2 mikroglobulin dahil)

Urik asit ve fosfor atiim fraksiyonlarinin artmasiyla veya 2
mikroglobulin/kreatinin orani ile dogrulanir

= Sensitivite 88%, spesifisite 99%.

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



llave renal testler

* Immune komplex glomeruler hastalik siiphesinde
Kriyoglobulinemi, komplementler, ANA

Protein elektroforezi ve immunglobulinler
Anti-HCV, HBsAg

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Izlem

® Genelde renal fonksiyonlar yavasca azalir, klinik olarak
belirsizdir.

® Kristaltri varhgi potansiyel nefrotoksisiteye isaret eder.

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781
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Renal fxn boz.na tanisal yaklasim

Prerenal, parenkimal veya obstruktif olup olmadigi
degerlendirilmeli

= Anamnez, FM, UP/C, idrar sedimenti (hemattiri, lokosituri,
silendtiri) ve renal USG

Akut mu? kronik mi? ayrimi, 6nceki sonuclardaki
degisikliklerin gozlenmesi

Progresyon kriterleri:
= Bazale gore eGFR'de >%25 azalma ve daha ciddi KBH evresine
degisim
= GFR'de devam eden azalma >5ml/min/1.73m2/year.

Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Nefrolojiste danis!!!

® GFR'de ciddi (>%25) azalma ve GFR <60 mL/dk
(nefrotoksik ilacin uzaklastiriimasina ragmen)

® Albumindri/proteinuri veya yliksek KB ile beraber
hematuri

® Albuminiiri >300 mg/glin
* |leri KBH (GFR <30mL/dk)

SG-2017/09 CID 2014;59:e96-138



Tedavi

* Nefrotoksik ajan ortadan kaldiriimali
®* KB ve DM kontrol altinda olmali
® KVH risk faktorleri ve dislipidemi kontrolii

® Proteinuri ciddiyse, ACE inh. veya ARBs

SG-2017/09 Campos P, et al. Clinical Kidney Journal, 2016, vol. 9, no. 6, 772—781



Management of HIV-associated kidney disease'""

Prevention of progressive Comment
renal disease

1. ART Start ART immediately where
HIV-associated nephropathy (HIVAN)
Vi) or HIV immune complex disease
strongly suspected. Immunosup-
pressive therapy may have a role in
immune complex diseases. Renal
biopsy to confirm histological diag-
nosls recommended

. Start ACE Inhibitors or anglo- | Monitor eGFR and K* level
tensin-ll receptor antagonists  closely on starting treatment or
if: increasing dose

. Hypertension and/or a. Blood pressure target: < 130/80

. Proteinuria mmHg

. General measures: CKD and proteinuria are independ-
. Avoid nephrotoxic drugs ent risk factors for CVD
. Lifestyle measures (smoking,
weight, diet)
. Treat dyslipidaemia'*l! and diabe-
testi*)
. Adjust drug dosages where nec-
essary.”/

SG-2017/09 EACS 2016
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KBH — Diger tedaviler

ACE inhibitorleri veya angiotensin Il receptor blokerleri (ARB),
* dogrulanmis veya klinik supheli HIVAN

= Klinik olarak ciddi albuminiiri (diyabetik hastada >30 mg/gun;
nondiyabetik hastalarda >300 mg/gun)

Statinler

= KVH'1I 6nlemek icin

KVH riski en yuksek olan hastalarda (>7.5% 10-year risk of cardiovascular
disease) uygun gorulduigu gibi

Aspirin (75-100 mg/day) KVH'I onlemek icin dustnulebilir

Kortikosteroidler ART, ACE inh veya ARBs'lerine yardimci olarak
biyopsi ile dogrulanmis HIVAN icin dusunulebilir

CID 2014;59:e96-138



KBH — Kan basinci hedefi

®* Normal veya hafif artmis albuminuri varsa (<30
mg/gun) <140/90 mmHg

® Orta veya ciddi artmis albuminuri varsa (>30-300
mg/gun) <130/80 mmHg

SG-2017/09 CID 2014;59:e96-138



Table 11. Interactions and precautions in the use of the main antihypertensive drugs in HIV-infected patients

Drug group Interactions Observations

ACE inhibitors Mo significant interactions Drugs of choice.
ARBs Mo significant interactions Do not combine both drugs

Diuretics

- Thiazide

- Thiazide-fike Mo significant interactions
- Loop

- Distal

The effect of eplerenone is
boosted by ritonavir or nelfinavir

Interaction with Pls== 1 hypotensive effect and
its side effects

Interaction with NMRTIs (etavirenz or nevirapine):
= 1 hypotensive response (especially diltiazem)

Calcium channel blockers

S2%-100% of atenolol I1s
eliminated via the kidneys. Adjust
it there is CKD. The rest do not
require a dose adjustment

Mo significant interactions, except that on occasions and
Betablockers with some Pls there is a boosting effect of the betablocken
(only with metoprolol and propranoclal)

Alphablockers

Alpha-adrenergic agonists Mo significant interactions have been detected, but the
(methyldopa, clonidine or experience with these drug groups is low in HIv-infected
moxonidine) or direct vasodilators | patients

(hydralazing)

SG-2017/09



KBH — ART Yonetimi

®* NRTIs

= Doz ayarlamasi (ABC haric)
= Birlesik ilagc kombinasyonlarindan kaciniimali
= TDF ve diger nefrotoksik ilaclardan kaciniimali

= TDF alan hastada GFR azalmasi >25% ve <60 mL/dk ise
(0z.prox.tub.dysfxn. kaniti varsa) alternatif ART

®* NNRTIs, Pls, INSTIs — doz ayarlamasi gerekli degil.

SG-2017/09 CID 2014;59:e96-138



Orta veya ciddi azalmis bébrek fonksiyonlarinda
(eGFR 30-59 mL/dk/1.73 m2) ART Secimi

®* Tenofovir alafanamid/emtrisitabin/elvitegravir/kobistat

® Abacavir-lamivudin-dolutegravir (HLA B*5701-negatif
olanlarda)

= eGFR<50 ise lamivudin doz ayari gerekli
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Ciddi azalmis bobrek fonksiyonlarinda
(eGFR <30 mL/dk/1.73 m2) ART Secimi

®* Eniyirejim ??? Tenofovir (TAF ve TDF) kullanilamaz !!!

® Abacavir+lamivudin+dolutegravir
= HLA B*5701, kronik HBV enf, KVH dikkate alinmali (ABC kullanilamaz)
= |amivudin doz ayar gerekli

® Alternatif rejimler

= rPIs+INSTIs veya rPls+lamivudin
Bazilar (r/darunavir+raltegravir) yiksek viral yiik ve diistik CD4'li hastalarda daha az etkili
Pls — ciddi ilag etkilesimleri ve istenmeyen lipid profiline dikkat edilmeli !!!

® Zidovudin-lamivudin iceren rejimler

= Diger nikleozid kombinasyonlarindan daha az etkili, istenmeyen yan etkiler, INSTIs
ile kombinasyon deneyimi az !!!

= Doz ayan gerekiyor
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TDF/FTC/EVG/c
ABC/3TC/DTG
TAF/FTC/EVG/c
TDF/FTC

TDF

FTC

3TC
ZDV
ABC
EFV

RAL
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Dializ ve ART

® NRTIs dializ sonrasi verilmeli

®* NNRTIs doz ayarlamasi gerektirmez fakat NVP dializ
sonrasl ilave doz gerektirir

* ATV RTV ile birlikte verilir.

* |deal ART rejimi (naif hastada) ABC veya TDF iceren
kombinasyonlar (EFV, r/Pls, RAL, DTG)

®* Transplantasyon icin bekleyen hastada tercih ABC+3TC
ve RAL veya DTG veya EFV kombinasyonu

SG-2017/09 Jose L. Gorriz, et al. Nefrologia 2014;34(Suppl.2):1-81



Olgu-1
° |.A., 67y, E., Emekli Bas.tar: 10.2.2014

°* Trombositopeni nedeniyle Hematoloji plk. tarafindan
arastirilirken Anti-HIV (+) tespit edilmis.

* Ozgecmis: HT (?)
* Soygecmis: Erkek kardes-CHD
* Kullandigr ilac: Amlodipin (birakmis??)

°* FM: Ag: 74 kg, Boy: 167 cm., KB: 130/80 mmHg, BMI: 27
kg/m?
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SG-2017/09

71.900
255 (%21)
548 (%45)

5470
15.7
258.000

PPD: 20 mm

TDF/FTC (Truvada) + LPV/r
(Kaletra) ve INH 300
mg/gun baslandi
(4.4.2014)



1.Ay 6.Ay 12.Ay 15.Ay
71.900 4.540 /70 60 147

255 (%21) 313 (%23) 284 (%19) 706 (%27) 494 (%27)

1.1 1.51 1.03 1.31
68 50 72




Kidney Disease: Definition, Diagnosis and Management

Diagnosis of Kidney disease
eGFR"
260 mL/min 30-59 mL/min | <30 mL/min_

UP/Clil < 50 'Regular follow-up » Check risk factors for CKD and nephrotoxic
uP/Clii) - Check risk factors for CKD'™' and nephrotoxic medicines including ART :

medicines including ART" + Discontinue or adjust drug dosages where appropriate

+ Discontinue or adjust drug dosages where + Perform renal ultrasound 5
appropriate!’ + Urgent referral to nephrologist

+ Perform renal ultrasound

+ If haematuria present with any level of proteinu-
ria refer to nephrologist

+ Refer to nephrologist if new CKD or progressive
decline in eGFR

Proteinuria'"”
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Dose Adjustment of ARVs for Impaired Renal Function

NRTIs
ABC

ddl

d4T

FTC
3TC
TAFIFTC
TDF"

ZDV

ABC/3TC
ZDVI3TC
ABC/3TC/ZDV

TDFIFTC

SG-2017/09

300 mg q12h

400 mg g24h
250 mg g24h
40 mg g12h
30mgqizh
200 mg g24h
300 mg g24h
25111200 mg q24h

300" mg g24h

200 mg q12h

600/300 mg q24h
300/150 mg q12h

300/150/300 mg
gq12h
300200 mg g24

200 mg g24h
125 mg q24h
20 mg g12h
15mgqizh
200 mg g48h
150 mg q24h
251=1/200 mg q24h

300" mg g48h

Mo dose adjustment
required

300r200 mg g48h

Mo dose adjustment reguired

150 mg g24h
100 mg g24h
20 mg g24h
15 mg g24h
200 mg g72h
100 mg g24h

Mot recommended

{300 mg q72-96h,

if no alternative)

100 mg g24h

75 mg q24h

20 mg g24h

15 mg q24h

200 mg g96h
50-25 mg g24h
Mot recommendead
Mot recommended

(3000 mg q7d, if
fo alternative)

100 mg g8h

Use individual drugs

Use individual drugs

100 mg g24h
75 mg g24h'™
20 mg q24h'™
15 mg q24h'v
200 mg g96hi
S50-25 mg g24h”

300 mg gqrfd™

100 mg q8h'®




1.Ay 6.Ay 12.Ay 15.Ay
71.900 4.540 /70 60 147

255 (%21) 313 (%23) 284 (%19) 706 (%27) 494 (%27)

1.1 1.51 1.03 1.31 . Renal USG N
68 50 72

I UP/C: 194 mg/g

Truvada gun asiri




1.Ay 6.Ay 12.Ay 15.Ay 21.Ay
71.900 4.540 /0 60 147 <20

255 (%21) 313 (%23) 284 (%19) 706 (%27) 494 (%27) 551 (%24)

1.1 1.51 1.03 1.31 1.49 1.49
68 50 72 56 49 51




®* Renal USG: sag ve sol bobrekte multiple anekoik kistik
lezyonlar, hepatomegali (170 mm), grade 1
hepatosteatoz.

* 24.11.2016: KB: 200/100 mmHg

* 29.12.2016: Antihipertansif (Delix plus-
Ramipril/hidroklortiazid) baslanmis.

* 11.3.2017: KB kontrol altinda olmadigi icin tedavi
degistirilmis (Valcodin-amlodipin/valsartan).

= r/LPV ile serum konsantrasyonu artiyor
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Tedavi degistirelim mi?



®* Tedavi degisikligi dusunuldu.
®* HLAB*5701 istendi = negatif

* 11.4.2017: Tedavi degistirildi. Abakavir (2 x 300 mg) +
Lamivudin (1 x 150 mg) + DTG (1 x 50 mg) baslandi.
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1.Ay 6.Ay 12.Ay 15.Ay 21.Ay 39.Ay
71.900 4.540 /0 60 147 <20 <20

255 (%21) 313 (%23) 284 (%19) 706 (%27) 494 (%27) 551 (%24) 482 (%28)

1.1 1.51 1.03 1.31 1.49 1.49 2.09
68 50 72 56 49 51 35

138

164
33
108
114




Olgu-2
* H.C, 57y, E., Emekli Bas.tar: 31.12.12
* Bypass operasyonu oncesi Anti-HIV (+) tespit edilmis.
* Ozgecmis: M, Stent op.
* Soygecmis: Baba-Ml'dan ex (76 y)

* Kullandigr ilaclar: Flomax (Tansulosin), Crestor
(Rosuvastatin), Plavix (Klopidogrel), Monoket retard
(isosorbid), saneloc (metoprolol)
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100.000 TDF/FTC (Truvada) +
516 (%30) Efavirenz (Stocrin)
504 (%30) baslandi (18.4.2013)
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24.Ay 27.Ay
<20 <20

701 (%34) 726 (%32)

1.17 1.21
80 76

Depresyon
nedeniyle
TDF/FTC/c/EVG’'e
gecildi



24.Ay 27.Ay 29.Ay
<20 <20 <20

701 (%34) 726 (%32) 798 (%40)

1.17 1.21 1.75
80 76 52

58
80
128

214

I

TDF/FTC/c/EVG



24.Ay 27.Ay 29.Ay
<20 <20 <20

701 (%34) 726 (%32) 798 (%40)

1.17 1.21 1.75
80 76 52

E—

58
80
128

214

I

TDF/FTC/c/EVG

Tedavi degistirildi:
TDF/FTC+DTG



24.Ay 27.Ay 29.Ay 31.Ay 36.Ay
<20 <20 <20 <20 <20

701 (%34) 726 (%32) 798 (%40) 659 (%36) 625 (%33)

1.17 1.21 1.75 1.59 1.67

58
80
128

TDF/FTC/ TDF/FTC+
c/EVG DTG

Renal USG: sag ve sol
bdbrekte kistler, KC'de
grade 1
hepatosteatoz.




Son soz...
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