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Wehopeyouenjoythiseditionof theHIVTCnewsletter. Thearticlesarereflectionson talksfromthe

Novemberworkshop,allofwhichreceivedoverwhelminglypositivefeedback. Wearelookingforwardto

seeingasmanyofyouaspossibleinEdinburghatthepreBHIVA/BASHHworkshopon17thApril.

ThisyearwearecollaboratingwithBASHHDoctorsinTrainingtoprovideanexcitinglineupofesteemed

andnationallyrenownedspeakers. WewillbehearingaboutthesecrettostrongleadershipfromDrRak

Nandwandiwhowasinstrumentalin establishingwideavailabilityof PrEPin Scotland. Dr Batrawill

discusstheoftenoverlookedoverlapof mentalhealthandHIV,andmanagementthereof. Andfindout

whatProfessorMarkNelsonhasinstoreforuswithhistantalisinglyentitledtalkóWhenwillI befamous?ô

DrPatrickFrenchwillexplainthegreatpretender,syphilis,andDrMargaretKingstonhassomeintriguing

complexGUMcasestoshare.

Youareofcoursemostwelcome,andencouraged,toattendourHIVTCAGMwherewewillbelooking

forsomenewcommitteemembers- justaskforanapplicationformif youareinterestedin a committee

rolewhichwillnodoubtenhanceyourCV. Asif thatisnotenough,rememberallGUtraineesmustattend

atleastoneDITmeetingpriortoCCTsocomealongon17thAprilandcheckthisoffyourlist!

Anemailwillbesentaroundveryshortlywithfurtherdetailsandaneventbritelinktobooktheworkshop.

SeeyouinEdinburgh.

Johnny and Sophie

HIVTC co -chairs

mailto:secretariat@hivtc.org.uk
http://www.hivtc.org.uk/


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

ArticlebyDrMing Lee,GU/HIVST4DǳȅΩǎand StThomasHospital

There is 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/TBco-infection in EEhave
almostfour-fold greatermortality risk than patientsin
LA/WE. The death rate is associatedwith modifiable
risk factors,includinga lackof drugsusceptibility,and
starting sub-optimal anti-tuberculous regimes with
less than 3 active drugs,on the backgroundof high
prevalenceof MDR-TB
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Furtheranalysisby the TB:HIVstudywriting group, less
patientsin EEwere in receiptof ARTboth at start of TB
treatment and 12 months into treatment. After
adjusting for intravenous drug use, CD4 count, and
receipt of ART,patients in EEwere still nearly at a
three-fold increasedriskof deathcomparedto thosein
LA/WE. The use of conventional rifamycin-based TB
regimesis essential,routine drug susceptibilitytesting
is vitally important, and starting ART in TB-HIV co-
infectioniscrucial.

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 CD4 counts
<50copies/ml(start ARTwithin 2 weeks),and if there is
CNSTBinvolvement(ARTdeferredafter 8 weeks).

Asto which ARTregimento start, ProfessorMiller emphasisedthe
importance of following national eg. BHIVA, or international
guidelineseg. EACSguidelines. Nevirapineshould be avoided in
ART-naïve patients with TB on rifampicin. Abacavir should be
avoided,unlessin renalimpairment,asabacavirhypersensitivity,TB
IRISand TB drug hypersensitivity. have similar presentations. If
using boosted PI regimens, rifabutin should be substituted for
rifampicin. Whether the ARTregimenscontainedefavirenz,did not
impacton 12-monthsmortality, virologicalsuppression,andlost-to-
follow-up rates.

Professor Miller discussed drug-drug interactions. If receiving
rifampicin, integraseinhibitors should be double-dosed. No dose
adjustment is required with 600mg OD efavirenz,but if receiving
400mgODefavirenzwith either rifampicinor rifabutin, doseshould
be increasedto 600mg OD. TAF-containingfixed dosecombinations
shouldbe avoidedwith rifampicinor rifabutin, andfixed dosedTDF
or TDF& cobicistatshouldbeavoidedwith rifampicin.

Finally,ProfessorMiller discussedTBIRIS. Riskfactors include low
baselineCD4 count, rapid CD4 recovery and decline in HIV viral
load, extra-pulmonary TB, short interval between starting TB
treatment and starting ART. However while the ATHENAcohort
study suggestedintegraseinhibitors as an independentrisk factor
for TBIRIS,the REALITYtrial showedraltegravirwaswell tolerated,
and had no effect on IRISfrequency/severity. There is also some
evidencethat prophylacticsteroidsmay reducethe risk of TB-IRIS
by 30%anddid not result in anexcessrate of infection.
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ConsultantCardiologist,RFH,Hon. SeniorLecturer,UCLInstitute of Cardiovascular
sciences

ArticlebyDrNatashaAstill,GU/HIVST6 LeedsTeachingHospitalNHSTrust

Dr RobyRakhitgavean extremelyinformativetalk on Cardiology
andHIV.

TheATHENAcohort showedthat the increasedburden of both
non-communicabledisease and polypharmacy in our ageing
cohort is mainly driven by cardiovasculardisease. Thiswill be
the biggestkiller into the future.

Thereasonsfor this:

1. HIV is atherogenic. Massive immune dysregulation
involving T cells, monocyte and inflammatory marker
activationleadto anHIVcoronaryΨŀǊǘŜǊƛƻǇŀǘƘȅΩ.

2. HAART-associated metabolic syndrome (lipodystrophy,
dyslipidaemia, insulin resistance, hypertension) is
associated with PIs. 50% of people on PIs are
hyperlipidaemic, postulated to be secondary to a
combinationof factorsboth increasinglipoproteinsynthesis
andimpairingclearance.

3. Traditional CVD modifiable risk factors feature more
prominently in our population.
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Data from SMARTshowedthat uncheckedviraemia in episodictreatment was associatedwith an increasedrisk of a CVD
event, mostly acutecoronarysyndrome. A meta-analysisof CVDrisk found that comparedto the generalpopulation, there
wasa 1.6 relativerisk in HIVpositivepatientsnot on ARVs,andRR2 in thoseon ARVs. TheDADstudyshowedanadjustedRR
for PIsof 1.16, and an adjustedRRfor NNRTIsof 1.05. Dr Rakhitnoted that an important limitation of studiesinvestigating
CVDin HIVis the very low event rate becauseHIV-positivepopulationsare often young. Hefelt that despitecontroversy,the
CVDriskwith abacavirwasprobablyreal.

BHIVAguidelinesfollow standardNICEguidancewith no additionalrecommendationsfor HIV-positivepatients.

Hediscussedthe limitations of Framingham,Q-risk and DADscores. Asthey are all heavilyweightedon age,risk is probably
missedin manyof our youngcohort. HesuggestedFraminghamcouldbe multiplied by 1.5 in HIV-positivepatients. Dueto
healtheconomics,HIVjust missedbeinga riskfactoron QRisk3, but DrwŀƪƘƛǘΩǎviewis that it shouldbe there.

Herecommendedthe Q-riskcalculator,with a low thresholdfor a steppedCVassessmentof basictests: fastinglipids, fasting
glucose,HbA1c +- OGTT,hsCRP,24hr BPmonitoring,then advancedtests: carotidintima mediathicknessandcoronaryCT.

A review from DrwŀƪƘƛǘΩǎdepartmentshowedthat HAART-naïvepatientsare more likely to havethrombotic disease,whilst
thoseon HAARTdevelopaneurysmal-occlusiveor atheroscleroticdisease. A presentationwith ACSis typicaland the disease-
burdentendsto be out of proportion to age,dueto the acceleratedvascularageingassociatedwith HIV.

Interventions should be aimed at increasing awarenessof risk, lifestyle modification and aggressivetreatment of
hypertension,dyslipidaemiaandglucoseintolerance.

HIV-associatedcardiomyopathywasbriefly discussed. It is a heterogenouscondition,with a poor prognosisassociatedwith
low ejectionfractionandadvancedNHYAclass. Survivalandsymptomscanbe improvedwith medicationandcomplexdevice
therapy.

Othercommoncardiologyproblemsseenin HIV-positivepeopleare hypertensionandarrhythmias. Herecommendeda joint
HIV/Cardiologyclinic where there is specialistcollaborationfor this unique ageinggroup with multiple morbidities and risk
factorsassociatedwith ahighriskof CVD. 3



Nationalcentre for HIVmalignancies,Chelsea& WestminsterHospital

ArticlebyDrNatashaAstill,GU/HIVST6 LeedsTeachingHospitalNHSTrust

Prof. Bowerpresentedanexcellentsessionon Kaposisarcomaandnon-Hodgkinlymphoma.

An estimated32.5 million peoplelive with cancerworldwide,with 8.2 million deathsannually. Comparewith HIV,where36.7
million live with HIVandthere are1 million estimateddeathsannually.

YŀǇƻǎƛΩǎsarcoma,non-IƻŘƎƪƛƴΩǎlymphoma(includingprimary cerebrallymphoma)and cervicalcancerare classedasAIDS-
defining. UnlikeKSand NHL,cervicalcancerrisk is not correlatedwith CD4 count. Theincidenceof KSand NHLhavefallen
sincethe introductionof cART,but KSremainsthe mostcommoncancerin peoplelivingwith HIV.

KS:

In 1994a novelhumanherpesviruswassequenced,HHV8 akaKSherpesvirus(KSHV). It isa gammaherpesvirus,mostclosely
relatedto EBV. It hasco-evolvedwith humans. HHV8 prevalenceis directlycorrelatedto numberof sexualpartners,but non-
sexualhorizontaltransmissionis alsopossiblewith a 10%prevalencein infantsand20%in 10 yearolds. Therearehigh levels
in saliva.
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KSlesionsare more pigmentedthan the surroundingskin,non-blanchingwith
a halo of bruising. (Seethe full presentationon HIVtcwebsitefor picturesof
KSlesions.)

Diagnosisrequires a biopsy. Histology reveals elongated spindle cells,
originatingfrom endotheliallymphaticcells,andextravasatedred bloodcells.

EstablishingTstagedeterminestreatment.

Managementof KST0, I0-1is with cART+/- intra-lesionalvincristine(<1cm²)or
radiotherapy(>1cm²). Over 80% of T0 KSrequiresnothing other than cART
over 10 yearsof follow-up. AdvancedKS(T1 stage)is treated with cARTand
liposomalanthracycline. Thereisnow an85%10yearsurvivalin T1 disease.

Lymphoma:

Thespectrumof lymphomais: 1) systemichigh-gradeB cell NHL,subdividedinto: a) diffuse largeB-cell lymphoma(DLBCL)
(2/3 cases),b) Burkitt lymphoma(1/3 cases),c) Plasmablasticlymphomaand Primaryeffusion lymphoma(1%), 2) Primary
cerebrallymphomaand,3) Hodgkinlymphoma(non-AIDSdefining).

Thereis a 60-100fold increasein incidencein systemicNHLin HIV-positivepeople,with a modestdeclinesincethe cARTera.
DLBCLis associatedwith advancedHIV,a low CD4 count and EBVproliferation. 50% presentwith nodal symptomssuchas
lymphadenopathyandfevers. 30%getextra-nodalsymptoms,mainlyGI. 20%get unusualextra-nodalsymptoms.

NHLmanagementis: 1) chemotherapy(R-CHOPfor DLBCL)andR-CODX-M/IVACfor
Burkitt), 2) CNSchemoprophylaxis,3) opportunistic prophylaxis,4) HAART. The
mainconcernsareeffectson CD4 andVL,andpharmacokineticinteractionsof cART
andchemo.

NHLoutcomesarenow the samein HIVpositiveandHIVnegativepatients.

Primarycerebral lymphomaoccursin advancedimmunosuppressionwith a CD4
<50. All areEBVpositive. Therehasbeenamarkedfall in incidencesinceHAART.

Functional neuroimaging (MRI and FDG-PET)and EBV detection in CSFhelp
differentiate between toxoplasmosis and lymphoma in HIV+ patients with
enhancingfocal brain lesions. Managementis for a stereotacticbiopsy,MARTIX
chemotherapy x4 (methotrexate, cytarabine, rituximab), peripheral stem cell
harvest after 2 cyclesif respondingand autologousstem cell transplant after 4
cycles.



ConsultantPhysician,CNWL,Mortimer Market Centre

ArticlebyDrNatashaAstill,GU/HIVST6 LeedsTeachingHospitalNHSTrust

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

In 2015BanKi-moon announcedάΧTheepidemichasbeen
halted and reversed. In the year 2000, <700 000 people
were receiving ART; today, some 15 million people have
accessΧ. Over that same period, new infections have
declined by 35%. Today there are 58% fewer new HIV
infectionsamongchildrenthan there were15yearsŀƎƻέ

Thisisa longwayfrom the earlydaysof communityactivism
but global inaction as young people died from a treatable
condition. Thedriver for changecamewhen HIV/AIDSwas
presented as a threat to international security and
economics,and in 2000, world leadersfinally actedand the
UN Security Council passed a resolution on HIV/AIDS.
Generic companies produced cheap effective drugs,
international funding flowed in and notable access
successeswereachievedthoughactivism.

Ongoingglobalconcernsincludethe Middle Eastand North
Africa,wherethere hasbeena 66%increasein AIDSdeaths,
andARTcoverageis the lowestworldwide at 17%.In Russia,
there hasbeena 14%increasein infectionssince2014and
the rights of women, PWID and LGBTpopulations are
disregarded.

In the UK, the VenerealDiseaseAct enshrinedspecialised
and confidential services,there was early adoption of risk
reduction for PWID, and public awarenessthrough the
Ψ5ƻƴΩǘDie of LƎƴƻǊŀƴŎŜΩcampaign. In 2016, London
achievedthe UNAIDStarget of 90% diagnosedς90% on
treatment ς90%virally suppressed,with the rest of the UK
not far behind. Lifeexpectancyfor thosewith CD4 >350and
suppressed VL is equivalent to HIV-negative people.
Multiple studies have shown that undetectable =
untransmissible.

However,the 2015 StigmaIndexUKshowedhigh 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,polypharmacy,socialisolationand long-term care.
Is it our job? For reasonsof accessand trust, the answer is
often Ψ¸ŜǎΩΣand a recent YƛƴƎΩǎFund Report sets out ideal
goals. Realisticallyhowever,commissioningwill bea challenge,
HIV provision is likely to change,and we are not the best
qualifiedto managemulti-morbidities.

Commissioningand drug funding are hopelesslyfragmented.
Thereis very little evidencefor anyof the changes. Dr²ŀǘŜǊǎΩ
outlined a ΨƴŜŜŘǎΩlist which included: harmonious IT, 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:

ÅAnnualspecialistreviewfor stablepatients

ÅAnnual joint clinic review for complex patients with
Geriatrician/Generalist,HIVclinicianandPharmacist

ÅClearantiretroviralprescribingpolicies

ÅSharedmonitoring(individualised)

ÅAgreedparametersfor complexitymonitoring

ÅRapidaccessfor ΨǳƴǎǘŀōƭŜΩpatients

Dualaccreditationis imminent. Shouldthere bea sub-speciality
of complexHIV? GUM remainsunder-subscribed,with only
60%ST3 fill-rate.

Finally, Dr Waters discussed the ludicrous PrEP situation
whereby the National AIDSTrust had to take NHSEto court,
and the tendering and the decimationof PublicHealth, with
the consequencesthis will haveon patient care.



Professorof Medicine,ImperialCollegeKidney& Transplantcentre

ArticlebyDrMing Lee,GU/HIVST4DǳȅΩǎand StThomasHospital

ProfessorJeremy Levy finished the day with a series of case studies
coveringa rangeof renal issuesin HIV.

Acutekidneyinjury (AKI)iscommon,but only 50%of AKIcareisconsidered
good. To diagnose AKI, even small rises in serum creatinine may be
significant. Volume replenishment,frequent assessmentis important for
management,and fluid challengesshouldbe avoidedin a fluid overloaded
patient. Other measuresinclude prophylacticgastroprotection,nutrition,
dailyreviewsof drugcharts,andavoidfurther renal insults.

HIVTC is sponsored by Gilead Sciences and Viiv Healthcare

With Tenofovir, there is a mean loss of eGFRof 4ml/min
over the courseof treatment, and in the DaDstudy, TDF
increasesthe risk of kidney dysfunctionby 63% (HR1.63;
95% CI 1.26-2.10). Predictorsof significant renal function
decline from TDF include pre-existing renal impairment,
older age,advancedHIVdisease,vasculo-metabolicdisease,
concomitant use of nephrotoxic drugs or protease
inhibitors, low body weight, and ABCC2 gene
polymorphisms. Fanconisyndromeis associatedwith NRTIs
eg. ddI, 3TC,d4t, and TDF. Lacticacid and hepaticsteatosis
has been associatedwith NRTIs(in decreasingorder of
association)ddI&d4T,ddI,d4T,ZDV

OtherARTnephropathiesincludeproteaseinhibitors,where
Indinavir/Nelfinavir are associated with renal stones,
crystalluria,AKI, tubular-interstitial nephritis, leucocyturia.
Ritonavirisassociatedwith developmentof AKI.

In patients with progressivelyrising creatinine over time,
ProfessorLevydescribedhow to approachthese patients.
Estimated GFRis not accurate when GFR>60ml/min but
useful if musclemassis constant. eGFRmay be affectedby
protein supplements,ART/otherdrugs,malnutrition,muscle
diseaseandfad diets.

Important to review ART and other drug history, co-
morbidities, over the counter medications,NSAIDs,herbs,
supplements, illegal drugs. Any lower urinary tract
symptomsshouldbe elicited,anda urine dipstickandurine
protein:creatinine ratio should be performed. Many
antiretrovirals may be potentially nephrotoxic (see table
above).
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Renalbiopsiesare indicated when there is AKI of unknown
aetiology or unexplainedproteinuria or haematuria. In drug-
inducedAKI,renalbiopsiesareusuallynot indicatedif the drug
canbe changed. ImmunecomplexglomerulonephritisandHIV-
associatednephropathy(HIVAN)are the most commonresults
of renal biopsies in HIV positive patients with renal
dysfunction. (Cont.)
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HIVANpredominately presents in black patients (prevalence
3.5-12%in US),associatedwith APOL1 gene. It is characterised
with nephroticrangeproteinuria(>3g/24hrs),rapidprogressive
renal impairment, large bright kidneys on US, hypertension,
and detectableviraemia. Thetreatment involvesstarting ART,
andcohort studiessuggesta 60%reductionin the incidenceof
HIVAN. Renal replacement therapy including transplantation
maybe necessary. Eustaceet al. suggestedhigh dosessteroids
maybe beneficial.

Finally ProfessorLevy touched on renal transplants. Patients
are considered for transplants if their CD4 counts
>200cells/mm3, undetectableVLfor 6 months, on stable ART,
and no ongoinginfectiousAIDSdefining illness. In the UK,85
patients have been transplanted from 2005-2014. 91.3%
patient survival at 1 and 3 years. However 36% experience
acute rejection within 12 months (c.f. non-HIV patients 14-
20%). Drug interactions is a common problem, due to cP450
interactions with boosted PIs, efavirenz, nevirapine, and
tacrolimus.
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Committee members are contactable via the HIVTC secretariat

Please send any comments/views to:
HIV Trainees Club Secretariat

Email: secretariat@hivtc.org.uk
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