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Message from the Co-Chairs

Wehopeyouenjoythiseditiorof the HIVThewsletteT hearticlesarereflectionsn talksfromthe
Novembeaworkshomllof whichreceivedverwhelmingdpsitivéeedbackVearelookingorwardo
seein@smanyofyouaspossiblén EdinburgatthepreBHIVABASHRvorkshopn1 7 April

ThisyeamwearecollaboratingithBASHHDoctors Trainingo providenexcitingineupofesteemed
andnationallyenownedpeakerdNewillbe hearing@bouthesecreto strondeadershifromDrRak

Nandwandivhowasinstrumentah establishingiideavailabilitpf PrEPin ScotlandDr Batrawill

discusgheoftenoverlookedverlapf mentahealtrandHIV,andmanagemethereafAndfindout

whatProfessdvlarkNelsorhasin storeforuswithhistantalisingntitledalkd6 Whwallhbef a mo 4 s ~
DrPatrickrenchwillexplairthegreapretendegyphilisandDrMargardtingstohassomentriguing
complexsUMcasedoshare

Youareof coursanostwelcomeandencouragedh attencburHIVTCAGMwherenvewillbelooking

forsomenewcommitteenembergustaskforanapplicatioformif youareinterestet a committee
rolewhichwillnodoubenhancgourCV Asif thatis notenoughiemembeall GUtraineesnustattend

atleasbneDITmeetingrioto CCTsocomealongon1 7 Apriandcheckhisoffyourist!

Anemailvillbesentaroundreryshortlwithfurthedetailandaneventbriténkto booktheworkshap
Seeyouin Edinburgh

Johnny and Sophie
HIVTC co -chairs

/Upcoming Events \

h . Further details, and to
17% April 2018 register, please contact:
Joint HIV Trainees Club & Doctors in Training
Workshop (incld. HIVTC AGM) gxztcaf;‘i@eﬁvffom .
Pre-BHIVA/BASHH Conference www.hivicorouk

\The Lansdown Suite, Hilton Grosvenor Edinburgh Twitter: @hivtc )
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TB and HIV co-infection

— Talk by Professor Rob Miller

Honorary consultant CNWL, Royal Free London Hospital, UCLH,
Whittington Hospital

Avrticleby DrMing Lee,GU/HIVST D dzeéafSt ThomasHospital

Thereis an epidemicof tuberculosis(TB)in Europe,

and the rates of TB and HIV co-infection are

increasing,driven by migration patterns in Eastern

Europe

Podlekarevaet al., examined 1-year mortality in
prospective multi-regional cohort study in Eastern
Europe (EE),Latin America (LA), & Western Europe
(WE) Patients with HIV/TB co-infection in EE have
almostfour-fold greatermortality riskthan patientsin
LA/WE The death rate is associatedwith modifiable
risk factors,includinga lackof drug susceptibility,and
starting sub-optimal anti-tuberculous regimes with
lessthan 3 active drugs, on the backgroundof high

prevalenceof MDRTB
Drug-sensitive TB

12 month risk of death

EE 16% 11 -24%
LA 9% 3-21%
WE 4% 2-9%

Furtheranalysisby the TBHIV study writing group, less
patientsin EEwere in receiptof ARTboth at start of TB
treatment and 12 months into treatment. After
adjusting for intravenous drug use, CD! count, and
receipt of ART,patients in EEwere still nearly at a
three-fold increasedrisk of death comparedto thosein
LA/WE The use of conventional rifamycinbased TB
regimesis essential,routine drug susceptibilitytesting
is vitally important, and starting ARTin TBHIV co-
infectionis crucial

There is accumulating evidence suggesting early
institution of ART in patients with TB improves
morbidity and mortality. The timing dependson the

level of immunodeficiency,due to the greater risk of

immune reconstitution inflammatory syndrome (IRIS),
aswell ashigherpill burden All patientswith TBshould
commence ART within 8-12 weeks of starting TB
treatment, with the exceptionof thosewith CD! counts
<50copies/mli(start ARTwithin 2 weeks),andif there is

CNSTBinvolvement(ARTdeferred after 8 weeks)
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Asto which ARTregimento start, ProfessoMiller emphasisedhe
importance of following national eg BHIVA, or international
guidelineseg EACSguidelines Nevirapine should be avoided in
ARTnaive patients with TB on rifampicin Abacavir should be
avoided,unlessin renalimpairment,asabacavihypersensitivity,TB
IRISand TB drug hypersensitivity have similar presentations If
using boosted Pl regimens, rifabutin should be substituted for
rifampicin Whetherthe ARTregimenscontainedefavirenz,did not
impacton 12-months mortality, virologicalsuppressionand lost-to-
follow-uprates

Efavirenz- vs non-efavirenz

Prospective multi-regional cohort study of TB:HIV treatment in
EE, LA & WE
965 patients: 647 efavirenz-containing ART
318 non-efavirenz ART
Ritonavir-boosted Pl =57%, Raltegravir =22%
50% EE, 22% LA, 28% WE
At 12 months

EE 20% 21%
WE 1.4% 61%

Professor Miller discusseddrugdrug interactions If receiving
rifampicin, integraseinhibitors should be doubledosed No dose
adjustmentis required with 600mg OD efavirenz,but if receiving
400mg ODefavirenzwith either rifampicinor rifabutin, doseshould
be increasedto 600mg OD TAFcontainingfixed dosecombinations
shouldbe avoidedwith rifampicinor rifabutin, and fixed dosedTDF
or TDR& cobicistatshouldbe avoidedwith rifampicin

Drug-drug interactions

[Rifampicin  Enzyme/Transporter
Induces CYP3A4

CYP2BC

P glycoprotein

BCRP (ABCG2)

UGT1A1

Inhibits OATP1B1

OATP1B3

Finally,ProfessorMiller discussedl'BIRIS Riskfactors include low
baselineCDt count, rapid CDB!4 recovery and decline in HIV viral
load, extra-pulmonary TB, short interval between starting TB
treatment and starting ART However while the ATHENAcohort
study suggestedntegraseinhibitors as an independentrisk factor
for TBIRISthe REALITYfial showedraltegravirwaswell tolerated,
and had no effect on IRISfrequency/severity Thereis also some
evidencethat prophylacticsteroids may reducethe risk of TBIRIS
by 30%anddid not resultin anexcesgate of infection.
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HIV and Cardiovascular disease: getting to the
HAART of the matter Rena
— Talk by Dr Roby Rakhit e 4

ConsultantCardiologistRFHHon SeniorLecturer,UCLInstitute of Cardiovascular
sciences
Article by Dr NatashaAstill, GU/HIVS® LeedsTeachingHospitalNHSTrust

November Workshop Updates

13 HIV Cohorts
1996-2006

Dr RobyRakhitgavean extremelyinformativetalk on Cardiology
andHIV.

The ATHENAohort showedthat the increasedburden of both

ort Cosaboration. Cin Infect Dis. 2010,501367-1396

non-communicable disease and polypharmacyin our ageing Systemic Ee— F—
cohort is mainly driven by cardiovasculadisease Thiswill be o - | Miammatory| — |prcinflemmatory cytokines
the biggestkiller into the future. Gp120/6p24 _, - \ I

. [ FErencian Local inflammation of
Thereasonsfor his et | [0
1. HIV is atherogenic = Massive immune dysregulation e [ Atherosclerotic plaque

involving T cells, monocyte and inflammatory marker formation in the Coronary Artery
activationleadto anHIVcoronaryW | NI S NRA 2 LI U K |Cefoundng tradional risk factors |

for CAD: Smokng/HTN/DM

2. HAARTassociated metabolic syndrome (lipodystrophy, E
dyslipidaemia, insulin resistance, hypertension) is 1
associated with PIls  50% of people on Pls are ! _
hyperlipidaemic, postulated to be secondary to a T — (s
combinationof factorsboth increasindipoprotein synthesis — [E e Btaite] Eienmroponeatcr 1
andimpairingclearance (Pls) (lipodystrophy) changes

3. Traditional CVD modifiable risk factors feature more
prominentlyin our population

Datafrom SMARTshowedthat uncheckedviraemiain episodictreatment was associatedwith an increasedrisk of a CVD
event, mostly acute coronarysyndrome A meta-analysisof CVDrisk found that comparedto the generalpopulation, there

wasa 1.6 relativeriskin HIVpositivepatientsnot on ARVsand RR2 in thoseon ARVs TheDADstudy showedan adjustedRR
for Plsof 1.16, and an adjustedRRfor NNRTI®f 1.05. Dr Rakhitnoted that an important limitation of studiesinvestigating
CVDin HIVisthe verylow eventrate becauseHI\fpositive populationsare often young Hefelt that despitecontroversy the

CVDriskwith abacavimwasprobablyreal.

BHIVAguidelinesfollow standardNICEjuidancewith no additionalrecommendationgor HI\fpositive patients

Hediscussedhe limitations of FraminghamQ-risk and DADscores Asthey are all heavilyweightedon age,risk is probably
missedin many of our youngcohort He suggested-raminghancould be multiplied by 1.5 in HI\fpositive patients Dueto
healtheconomicsHIVjust missedbeingariskfactoron QRisB, but Drw | | Kikwvii€drat it shouldbe there.

Herecommendedhe Q-risk calculator,with a low thresholdfor a steppedCVassessmenof basictests fastinglipids, fasting
glucoseHbAlLc + OGTThsCRP24 hr BPmonitoring, then advancedests carotidintima mediathicknessand coronaryCT

Areviewfrom Drw | | Kdepar@r@ntshowedthat HAARThaivepatientsare more likely to havethrombotic disease whilst
thoseon HAARTevelopaneurysmaidcclusiveor atheroscleroticdisease A presentationwith AC3s typicalandthe disease
burdentendsto be out of proportion to age,dueto the acceleratedvascularageingassociatedvith HIV.

Interventions should be aimed at increasing awarenessof risk, lifestyle modification and aggressivetreatment of
hypertension dyslipidaemiaand glucoseintolerance

HI\tassociatedcardiomyopathywas briefly discussed It is a heterogenouscondition, with a poor prognosisassociatedwith
low ejectionfraction andadvanced\NHY Aclass Survivalind symptomscanbe improvedwith medicationand complexdevice
therapy.

Other commoncardiologyproblemsseenin HI\tpositive peopleare hypertensionand arrhythmias Herecommendeda joint
HIV/Cardiologyclinic where there is specialistcollaborationfor this unique ageinggroup with multiple morbidities and risk
factorsassociatedvith a highriskof CVD 3
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Kaposi sarcoma and non-Hodgkin lymphoma in people living with HIV
— Talk by Professor Mark Bower

Nationalcentre for HIVmalignanciesChelsea& WestminsterHospital

Article by Dr NatashaAstill, GU/HIVS® LeedsTeachingHospitalNHSTrust

Prof Bowerpresentedan excellentsessioron Kapossarcomaand non-Hodgkinlymphoma

An estimated32.5 million peoplelive with cancerworldwide, with 8.2 million deathsannually Comparewith HIV,where 36.7
million live with HIVandthere are 1 million estimateddeathsannually

Y | LR2sardofdanon! 2 R 3 {lylnghenda(includingprimary cerebrallymphoma)and cervicalcancerare classedas AIDS
defining Unlike KSand NHL cervicalcancerrisk is not correlatedwith CBt count Theincidenceof KSand NHLhavefallen
sincethe introduction of cARTbut KSremainsthe mostcommoncancerin peopleliving with HIV.

KS

In 1994a novelhumanherpesviruswassequencedHH\B akaKSherpesvirus (KSHV) It isa gammaherpesvirusmostclosely
relatedto EBV It hasco-evolvedwith humans HH\B prevalenceis directly correlatedto number of sexualpartners,but non-
sexualhorizontaltransmissionis alsopossiblewith a 10%prevalencen infantsand 20%in 10 yearolds Thereare highlevels
in saliva

KSlesionsare more pigmentedthan the surroundingskin, non-blanchingwith
a halo of bruising (Seethe full presentationon HIVtcwebsitefor picturesof

November Workshop Updates

TIS staging of KS

KSesions) TIS Staging Good risk Poor risk
. . . . . . of KS (all of the (any of the
Diagnosisrequires a biopsy Histology reveals elongated spindle cells, following) following)

originatingfrom endotheliallymphaticcells,and extravasateded bloodcells (1) Tumour Confined to skin, Tumour-associated

Establishing stagedeterminestreatment. lymph nodes - oedema or
or minimal oral  ulceration

Managementof KSTO, 10-1is with CART+/- intra-lesionalvincristine(<lcm?) or disease Extensive oral KS
radiotherapy (>1cm?). Over 80% of TO KSrequiresnothing other than cART KS In non-nodal

over 10 yearsof foIIc_)w-up. Ao!vancedKS(Tl stage)is tre_ate_d with _cARTand () Immune  CD4 count CD4 <150/mme
liposomalanthracycline Thereis now an85%210yearsurvivalin T1 disease Status >150/mm?

Lymphoma

The spectrumof lymphomais: 1) systemichigh-grade B cell NHL,subdividedinto: a) diffuse large B-cell ymphoma(DLBCL)
(2/3 cases) b) Burkitt lymphoma(l/3 cases)c) Plasmablastidymphomaand Primary effusion lymphoma(1%), 2) Primary
cerebrallymphomaand, 3) Hodgkinlymphoma(non-AIDSdefining)

Thereis a 60-100fold increasein incidencein systemicNHLin HI\fpositivepeople,with a modestdeclinesincethe cARTera
DLBClIis associatedwvith advancedHIV,a low CDB! count and EBVproliferation. 50% presentwith nodal symptomssuchas
lymphadenopathyandfevers 30%get extranodalsymptoms,mainly GL 20%get unusualextra-nodalsymptoms

NHLmanagements: 1) chemotherapy(RCHOHRor DLBCLand R-CODXWI/IVACfor
Burkitt), 2) CNSchemoprophylaxis3) opportunistic prophylaxis,4) HAART The PEL vs PBL
mainconcernsare effectson CD} and VL,and pharmacokinetidnteractionsof CART

andchema Primary Effusion
NHLoutcomesare now the samein HIVpositiveand HIVnegativepatients Lymphoma lymphoma

. . . L Both EBV positi d CD20 ti
Primary cerebrallymphoma occursin advancedimmunosuppressiorwith a CDt g lnoa et sl

<50. Allare EB\positive Therehasbeenamarkedfall in incidencesinceHAART  Body cavity but also Not body cavity, often

Functional neuroimaging (MRl and FDGPET)and EBV detection in CSFhelp S ey orsl cavity
differentiate between toxoplasmosisand lymphoma in HIV+ patients with CD45 positive CD45 weak or negative
enhancingfocal brain lesions Manageme_ntls f(_)r a stereotact_lcblopsy, MARTIX, e SoSlve HHVS only if associated
chemotherapy x4 (methotrexate, cytarabine, rituximab), peripheral stem cell with MCD

harvest after 2 cyclesif respondingand autologousstem cell transplant after 4
cycles
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The politics of HIV

- Talk by Dr Laura Waters
ConsultantPhysicianCNWLMortimer Market Centre
Articleby Dr NatashaAstill, GU/HIVS® LeedsTeachingHospitalNHSTrust

Dr Waters from Mortimer Market gave a passionateand
thought-provokingtalk on Politicsin HIV.

In 2015BanKimoon announceddXThe epidemichasbeen
halted and reversed In the year 2000 <700 000 people
were receiving ART today, some 15 million people have
acces¥. Over that same period, new infections have
declined by 35% Today there are 58% fewer new HIV
infectionsamongchildrenthan there were 15yearsl 3 2 €

Thisisalongwayfrom the earlydaysof communityactivism
but globalinaction as young people died from a treatable

condition Thedriver for changecamewhen HIV/AIDSvas
presented as a threat to international security and

economicsandin 2000 world leadersfinally acted and the

UN Security Council passed a resolution on HIV/AIDS
Generic companies produced cheap effective drugs,

international funding flowed in and notable access
successewere achievedthoughactivism

Ongoingglobalconcernsincludethe Middle Eastand North

Africa,wherethere hasbeena 66%increasein AIDSdeaths,

and ARTcoverages the lowestworldwide at 17%In Russia,
there hasbeena 14%increasein infectionssince2014and

the rights of women, PWID and LGBT populations are

disregarded

In the UK, the VenerealDiseaseAct enshrinedspecialised
and confidential services,there was early adoption of risk
reduction for PWID, and public awarenessthrough the

W5 2 @ iof L 3y 2 Neaghgaf In 2016 London
achievedthe UNAIDStarget of 90% diagnosedg 90% on

treatment ¢ 90% virally suppressedywith the rest of the UK
not far behind Life expectancyfor thosewith CBt >350and

suppressed VL is equivalent to HI\tnegative people

Multiple studies have shown that undetectable
untransmissible

However,the 2015 Stigmalndex UK showedhigh levelsof
shame guilt andlow esteemrelatedto a positiveHIVstatus,
and over half of participants avoiding relationshipsas a
resultof this.
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Ageing leads to new challenges including increased co-
morbidities, polypharmacysocialisolationand long-term care
Isit our job? Forreasonsof accessand trust, the answeris
often W, Saadda>recent Y A y EufdEReport sets out ideal
goals Realisticalljhowever,commissioningvill be achallenge,
HIV provision is likely to change,and we are not the best
qualifiedto managemulti-morbidities

Commissioningand drug funding are hopelesslyfragmented
Thereis very little evidencefor any of the changesDr2 | i §
outlined a Wy S iR aitich included harmonious|T, clear
regional leadership, networks within the new STPs,GUM
impetus, and to ensure commissioning fits the patient
pathway ~ She proposed an ideal example of future co-
managementwith primarycare

Adnnualspecialistreviewfor stablepatients

Adnnual joint clinic review for complex patients with
Geriatrician/GeneralistdVclinicianand Pharmacist

KClearantiretroviral prescribingpolicies
Asharedmonitoring (individualised)
Angreedparametersfor complexitymonitoring
ARapidaccessor W dzy & ipatiénts S Q

Dualaccreditationisimminent Shouldthere be a sub-speciality
of complexHIV? GUM remains under-subscribed,with only
60%STB fill-rate.

Finally, Dr Waters discussedthe ludicrous PrEP situation
whereby the National AIDSTrust had to take NHSEo court,
and the tendering and the decimation of Public Health, with
the consequencethis will haveon patient care
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HIV and the kidney: everything you need to know!

Imperial College smpers Conge weskrcars (TEY
— Talk by Professor Jeremy Levy Spectrum of AKI in patients with HIV
Professomnf Medicine,Imperial CollegeKidney& Transplantcentre c Iy d HIV-virus iated (rare)
Articleby DrMing Lee, GU/HIVS® D dz&afxSt ThomasHospital = Acute tubular injury = HIVAN
= ‘Acute’ presentations of CKD = Immune complex GN

= Hypovolaemia, sepsis, nephrotoxic m Thrombotic microangiopathy

_ . . . drugs ffuse infil Iymph
Professor Jeremy Levy finished the day with a series of case studies mmunodeficiency-associated " oo e mpRoeyte
COVeringa rangeof renal issues'n Hlv = Anti-microbial toxicity Other conditions
R e . i i = Renal parenchymal infection = Rhabdomyloysis
Acutekidneyinjury (AKI)is common,but only 50% of AKlcareis considered = neoplasia = Recreational drug toxicity

HIV treatment-associated = Tubulo-interstital nephritis

good To diagnose AKI, even small rises in serum creatinine may be ...t nephropathy
significant Volume replenishment,frequent assessments important for = :ﬁ?:.r:;fuﬁ":;::ﬂeums)
managementand fluid challengesshouldbe avoidedin a fluid overloaded

patient. Other measuresinclude prophylactic gastroprotection, nutrition,

dailyreviewsof drug charts,andavoidfurther renalinsults

i X i - o i Potentially Nephrotoxic Antiretrovirals
In patients with progressivelyrising creatinine over time,

ProfessorLevydescribedhow to approachthese patients | Prug peportedNephrotoxicity
. . H Abacavir Acute renal failure, interstitial nephritis (rare)

EStIma_'ted G FR IS nOt. accurate When GFR&OTI Ilmln bUt Atazanavir Case reports of nephrolithiasis, interstitial nephritis, reversible renal failure, CKD
usefulif musclemassis constant eGFRmay be affectedby | pianosine  Tubutar dysfunction (rare)
protein supplementsART/otherdrugs,malnutrition, muscle | md phrollthiasis, r dysuria, papilary necrosis, acute renal failure

H H Lamivudine Tubular dysfunction (rare)
dlseasmnd fad dlets‘ r/Lopinavir Assaciated with CKD
Important to review ART and other drug history, co- """":""’ “e:e'“'h;e f' ’a"“('e' *’)“‘ nept y ot

T . . Stavudine Tubular dysfunction (rare|

morbidities, over the counter medications,NSAIDsherbs, |, iou: Tubular toxicity, Fanconi syndrome (rare), decreased GFR/CKD

supplements, illegal drugs Any lower urinary tract
symptomsshouldbe elicited, and a urine dipstickand urine UK HIV Collaborative Study
protein:creatinine ratio should be performed Many presrrr———
antiretrovirals may be potentially nephrotoxic (see table
above)

With Tenofovir, there is a mean loss of eGFRof 4ml/min
over the courseof treatment, and in the DaD study, TDF
increasesthe risk of kidney dysfunctionby 63% (HR1.63;
95% CI 1.26-2.10). Predictorsof significantrenal function
decline from TDFinclude pre-existing renal impairment,
older age,advancedHIVdiseaseyasculemetabolicdisease
concomitant use of nephrotoxic drugs or protease
inhibitors, low body weight, and ABCE gene

polymorphisms Fanconisyndromeis associatedwith NRTI aptre Dt Traapiant 2016 spub booth o2,
eg. ddl, 3TC,d4t, and TDF Lacticacid and hepatic steatosis . o .

has been associatedwith NRTIs(in decreasingorder of Renal biopsiesare indicated when there is AKI of unknown
associationpdI&dAT, ddI, d4T,ZDV aetiology or unexplainedproteinuria or haematuria In drug-
inducedAKI,renal biopsiesare usuallynot indicatedif the drug

canbe changed Immunecomplexglomerulonephritisand HI\-
associatechephropathy(HIVAN)are the most commonresults
of renal biopsies in HIV positive patients with renal
dysfunction (Cont)

Other ARThephropathiesncludeproteaseinhibitors, where
Indinavir/Nelfinavir are associated with renal stones,
crystalluria, AKI, tubular-interstitial nephritis, leucocyturia
Ritonaviris associatedvith developmentof AKI

HIVTC is sponsored Bylead ScienceandViiv Healthcare




HIVANpredominately presentsin black patients (prevalence
3.5-12%in US),associatedvith APOLL gene It is characterised
with nephroticrangeproteinuria (>3g/24hrs),rapid progressive
renal impairment, large bright kidneyson US, hypertension,
and detectableviraemia Thetreatment involvesstarting ART,
and cohort studiessuggesta 60% reductionin the incidenceof
HIVAN Renalreplacementtherapy including transplantation
may be necessaryEustaceet al. suggestechigh dosessteroids
maybe beneficial

Finally ProfessorLevy touched on renal transplants Patients
are considered for transplants if their CD! counts
>200cells/mm?®, undetectableVLfor 6 months, on stable ART,
and no ongoinginfectious AIDSdefining iliness In the UK, 85
patients have been transplanted from 20052014 91.3%
patient survivalat 1 and 3 years However 36% experience
acute rejection within 12 months (c.f. non-HIV patients 14-
20%). Drug interactionsis a common problem, due to cP450
interactions with boosted Pls, efavirenz, nevirapine, and
tacrolimus

Imperial College Healthcare ['IE]

Interactions: Protease inhibitors (PIs)
and CNIs (calcineurin inhibitors)

® Atazanavir, indinavir, lopinavir, ritonavir, darunavir,
nelfinavir, saquinavir

® Potent inhibitors of P450-3A4

® Ritonavir most potent inhibitor (and “hidden”)

® CNIs metabolised by P450-3A4

® Ciclosporin and tacrolimus increased blood levels
*® Often 10 fold reduction in CNI dose needed
® T1/2 tacrolimus can be up to 20 days

® Often need once weekly dosing CNI

Personal Communication, Jeremy Levy March 2016
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