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The extent of HIV world wide

e 2014 ~ 36.9 million people worldwide were living
with HIV

* 2 million (1.9-2.2 million) new infections.
* Sub- Saharan Africa(SSA) being the most affected

region, with 25.8 (24—-28.7) million people with HIV
and ~70% of new infections. !

e /0% of the least-developed countries of the world

are in SSA
¢ half the population lives on less than USS1 per
day
3@}0 1. World Health Organisation. WHO Factsheet; 2015. Available
from:

http://www.who.int/hiv/en/. Accessed 5 March 2017.
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HIV ahd Renal disease in South Africa

* Since ART, the overall survival of HIV-positive patients has increased
dramatically.

* SA has the largest HIV treatment programme in the world and average
treatment initiation rates of 30 000 per month, ]

* There is a parallel need for increased access to RRT.

LUNAIDS. Country progress report 2012 — South Africa 2014
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HIV and Renal disease in South Africa

 Renal disease is common in HIV affecting up to 30% of
patients & associated with T morbidity and
mortality.[22]

 HIVAN is common and progresses rapidly to ESRD if
the patient does not receive ART3!

1Szczech LA et al Clin Infect Dis. 2004
2Gupta SK et al Clin Nephrol. 2004
3Wearne et al NDT 2012




HIV is currently the most common cause

w - i HIV of mortality in South Africa
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1 Kalyesubula R, Wearne N et al J Acquir Immune Defic Syndr Z(ﬂ
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How big is the HIV problem in SA?

« SA has re-instated a functional renal registry.

« 9.3% of 4 571 chronic dialysis patients in the
country are HIV-positive.!

9.3%

® Negative(4147)

Davids MR et al. South African Renal Registry Annual Report 2014.
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Province =

Western Cape 378 71 41-118 3 73 0.3 0.1-2.4 52 11 0.4-2.5 038 07 0221
Eastern Cape 339 34 15-77 5' 523 1.2 0.6-2.3 503 21 09-50 1114 13 0.7-2.3
Northern Cape 193 38 1.6-8.6 g 283 0.6 0.2-2.1 A4 23 0.8-6.1 571 1.2 0.5-3.0
Free State 145 47 19-118 g 204 23 0.9-5.6 217 41 1.6-102 520 17 0932
KwaZulu-Natal 439 39 1794 % 79 35165 08 28 1269 1771 44 32-59
North West 171 43 1.9-9.5 < }59 14 0.4-5.1 282 32 1.2-83 539 2.2 1.1-4.1
(Gauteng 312 5.0 2.7-9.2 V520 29 1.6-5.1 78 22 1.2-38 047 21 1.1-4.1
Mpumalanga 105 37 1.9-7.1 316 54 3.3-8.9 258 38 1.7-8.1 032 17 0932
Limpopo 207 ’ﬂ 24-89 424 47 2.8-8.0 326 25 1.2-5.1 722 ’28\ 1.7-4.6
Total 23 (56) 3774 3815 33 2348 3414 25 1945 7154 (24 ) 2030

)4
Tniith African Natinnal HI\/ <tyirnnveyy 20192



w infurﬁalisﬁélSocieiyfurPeritunealDialysis Renal d ISease In adO|esce ntS Wlth
°°°°°°°° “ perinatally acquired HIV in Cape Town

* Cohort 620 adolescents

511 HIV infected 109 age matched HIV uninfected
CD4 count > 500 = 83%
Undetectable viral load =76%
ART ave 7yrs

Microalbuminuria
6.6% 8.5%

All normal GFR

‘ LOW INCIDENCE OF RENAL DISEASE
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Renal replacement therapy South Africa

* Government funded for public patient =84%
Medical insurance for those who can afford it =16%

e Rationing system when allocating RRT in all patients

* housing, social support, employment status, underlying disease others
Naicker S. Clin Nephrol 2010;

* Prevalance of RRT= 189 pmp (global average of 250 pmp)

* HIV patients NOT excluded
* ART for six months
* Suppressed viral load
* Adequate CD4 count

Davids MR et al. South African Renal Registry Annual Report 2015.‘



South Africa

e PDis about 50% of cost of that for HD

* Only 13.9% Of dialysis patients are on PD

* Patient factors
e Doctor factors

* Mostly CAPD vs APD
* Cost

Davids MR South African Renal Registry Report 2015




7th Congress of the
International Society for Peritoneal Dialysis
VANCOUVER, CANADA | MAY 5-8, 2018

Dialysis in South Atrica

PRIVATE

PUBLIC
8%

©HD .PD .TX

1Davids MR et al. South African Renal Registry Annual Report 2015.




HIV and PD

Nandipha Mntambo
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PD program in South Africa : challenges

20% of PD patients in informal housing
Large distances from PD centre 100km
. ® Paucity of PD nurses
Access to mupirocin

High cost of PD fluid
Dialysis fluid made in SA

Isla R Plos One 2016

Zent R, Perit Dial Int
1994
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South African HIV and PD study

Prospectively collected data, 70 HIV Neg and 70 HIV positive pts

All cause mortality All cause mortality according to CD4 count
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Ndlovu K PDI 2017




| International Society for Peritoneal Dialysis . .
wI“l*1“t¢e"‘r“r1’a‘“t|ona| literature: HIV portends worse
prognosis in Dialysis patients

e USRDS data 1- and 5-year survival 58% and 41% HIV-positive (87%

and 79%, HIV-negative)
Ahuja TS, States. J Am Soc Nephrol. 2002

e EuroSIDA Study : Prospective study Europe, Israel, Argentina
» 80,8 % 1 yr survival (Pts GFR<30) ASCTASILY e

* Spanish multicentre cohort 122 pts

. . Trullas JC, Acquir | Defic Syndr. 2011
* Syr survival 62,7% vs 94% HIV negative rulias JC, AcquitlmiEn SR Ly

* French Cohort 2002 -2006 prospective 176 vs 500

No difference in mortality HIV vs Non HIV
Tourret J,. Clin J Am Soc Nephrol.2006

r
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Improving survival on dialysis
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Ahuja TS, States. J Am Soc Nephrol. 2002
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Predictors of Mortality in HIV PD patients:

International literature

* Predictors of Mortality
* Immunological status
* Treatment with ART

* Viral load

Rivera G Nefrologia 2008

Tebben JA Kidney Int 1993

Khanna R Adv Perit Dial 2005
Rodriguez RA J Am Soc Nephrol 2003
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CaUse Of Death

 South African study*
* Unknown more than half patients
* Sepsis a major cause in HIV positive group

* Spanish study?

e Bacterial infection 33%

e EuroSIDA study?3
* Mixed- infection not predominant cause

1)Ndlovu K PDI 2017
2) Trullas JC, Acquir Immune Defic Syndr. 2011

3) Ryom L,HIV Med. 2013
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South African HIV and PD study: First
peritonitis event

§— 1.86 vs. 0.76 episodes/person-years
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South African HIV and PD study:

Catheter patency censored for mortality
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OrganiSms causing peritonitis

* increased gram positive peritonitis rate compared to the HIV-

negative cohort
Ndlovu et al BMC Nephrology 2017
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* 1.86 Much lower than the 3.9 episodes/patient-year reported over 20 years in pre ART
era. !

 Variable rates of peritonitis reported. Some studies: increased incidence of
pseudomonas and fungal peritonitis in HIV-positive PD patients.?3

* Other studies show comparable rates with HIV-negative PD patients.*>

1. Tebben et al KI 1993 2. Dressler R, et al . Am J Med.1989 3. Lewis M, et al 1990
4 Wasser WG, et al. J Am Soc Nephrol. 1991. 5. Kimmel PL, et al . Kidney Int. 1993
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* HIV survives in peritoneal dialysis drainage fluid and dry tubing and thus
should be disposed of correctly.

* Present even when undetectable in plasma and on full HAART

Farzadegan H, et al. Kidney Int. 1996 ;
Breyer JA, et al. Am J Kidney Dis. 1993;
Ndlovu NDT 2017




HD vs PD in HIV

Mohau Modisakeng
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Haémddialvsis vs peritoneal dialysis

e USRDS compared survival between 5 299 patients who received HD
and 716 who received PD

» Dialysis modality is not a factor in survival of patients with HIVAN
(HR: PD vs HD) 1.04, 95% confidence interval (Cl) 0.96 - 1.13).11

»The study was limited by the lack of information regarding CD4
counts and viral loads

'Ahuja TS et al Am J Kidney Dis 2003.
* Spanish study

»Increased mortality HIV vs PD patients

Trullas JC, Acquir Immune Defic Syndr. 2011
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Antiretroviral

therapy on
PD
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Antiretroviral Therapy: South Africa

e Current anti retroviral regime of patients on dialysis
* NRT backbone: ABACAVIR, Lamivudine,
* NNRT :Efaverenz —Stimulate CYP3A4

* Protease inhibitors
e 2™ Jine- inhibit CYP3A4
e donor on antiretroviral

* Fixed dose combinations a problem
* Dose reductions for GFR vary between drugs

* Coinfection Hep B Hep C
* Special considerations
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Compéred to other countries

* Integrase inhibitors CCR5 blockers not freely available
* no effect on cytochrome CYP3A4
* Mostly no dose adjustments necessary




Transplantation

and HIV

Cyrus Cabiru
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Transplantation vs dialysis

VB ey
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Data from Scientific registry of Transplant Recipients 1431 HIV + candidates

2.0

1.5

= = - - ———— - ——— - —— - p——— - - - ey wn an wn oy - - s - -

mortality at five years was 79%

lower -
F—r—] 1

Hazard Ratio of Mortality

I l I I I |
0 1 2 3 4 5 /

Years Posttransplant

Locke JE Ann Surg. 2017
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South Africa: HIV Transplant

* HIV positive donor to HIV positive recipient program
* Favourable outcome 84% 3 yr graft survival
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Conclusions

* PD is a useful and appropriate therapy in HIV pts in South Africa
* Cost
* Availability

e Controlled disease - better outcome

* Increased peritonitis
* More careful selection of patients




Cape Town

Thank you




