We hope you enjoy this edition of the HIVTC newsletter. The articles are reflections on talks from the
November workshop, all of which received overwhelmingly positive feedback. We are looking forward to
seeing as many of you as possible in Edinburgh at the pre BHIVA/ BASHH workshop on 17th April.
This year we are collaborating with BASHH Doctors in Training to provide an exciting line up of esteemed
and nationally renowned speakers. We will be hearing about the secret to strong leadership from Dr Rak
Nandwandi who was instrumental in establishing wide availability of PrEP in Scotland. Dr Batra will
discuss the often overlooked overlap of mental health and HIV, and management thereof. And find out
what Professor Mark Nelson has in store for us with his tantalisingly entitled talk ‘When will I be famous?’
Dr Patrick French will explain the great pretender, syphilis, and Dr Margaret Kingston has some intriguing
complex GUM cases to share.
You are of course most welcome, and encouraged, to attend our HIVTC AGM where we will be looking
for some new committee members- just ask for an application form if you are interested in a committee
role which will no doubt enhance your CV. As if that is not enough, remember all GU trainees must attend
at least one DIT meeting prior to CCT so come along on 17th April and check this off your list!
An email will be sent around very shortly with further details and an eventbrite link to book the workshop.
See you in Edinburgh.

Johnny and Sophie
HIVTC co-chairs
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Honorary consultant CNWL, Royal Free London Hospital, UCLH,
Whittington Hospital
Article by Dr Ming Lee, GU/HIV ST4 Guy’s and St Thomas Hospital

There is an epidemic of tuberculosis (TB) in Europe,
and the rates of TB and HIV co-infection are
increasing, driven by migration patterns in Eastern
Europe.
Podlekareva et 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
almost four-fold greater mortality risk than patients in
LA/WE. The death rate is associated with modifiable
risk factors, including a lack of drug susceptibility, and
starting sub-optimal anti-tuberculous regimes with
less than 3 active drugs, on the background of high
prevalence of MDR-TB

Further analysis by the TB:HIV study writing group, less
patients in EE were in receipt of ART both at start of TB
treatment and 12 months into treatment. After
adjusting for intravenous drug use, CD4 count, and
receipt of ART, patients in EE were still nearly at a
three-fold increased risk of death compared to those in
LA/WE. The use of conventional rifamycin-based TB
regimes is essential, routine drug susceptibility testing
is vitally important, and starting ART in TB-HIV coinfection is crucial.
There is accumulating evidence suggesting early
institution of ART in patients with TB improves
morbidity and mortality. The timing depends on the
level of immunodeficiency, due to the greater risk of
immune reconstitution inflammatory syndrome (IRIS),
as well as higher pill burden. All patients with TB should
commence ART within 8-12 weeks of starting TB
treatment, with the exception of those with CD4 counts
<50copies/ml (start ART within 2 weeks), and if there is
CNS TB involvement (ART deferred after 8 weeks).

As to which ART regimen to start, Professor Miller emphasised the
importance of following national eg. BHIVA, or international
guidelines eg. EACS guidelines. Nevirapine should be avoided in
ART-naïve patients with TB on rifampicin. Abacavir should be
avoided, unless in renal impairment, as abacavir hypersensitivity, TB
IRIS and TB drug hypersensitivity. have similar presentations. If
using boosted PI regimens, rifabutin should be substituted for
rifampicin. Whether the ART regimens contained efavirenz, did not
impact on 12-months mortality, virological suppression, and lost-tofollow-up rates.

Professor Miller discussed drug-drug interactions. If receiving
rifampicin, integrase inhibitors should be double-dosed. No dose
adjustment is required with 600mg OD efavirenz, but if receiving
400mg OD efavirenz with either rifampicin or rifabutin, dose should
be increased to 600mg OD. TAF-containing fixed dose combinations
should be avoided with rifampicin or rifabutin, and fixed dosed TDF
or TDF & cobicistat should be avoided with rifampicin.

Finally, Professor Miller discussed TB IRIS. Risk factors include low
baseline CD4 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 ATHENA cohort
study suggested integrase inhibitors as an independent risk factor
for TB IRIS, the REALITY trial showed raltegravir was well tolerated,
and had no effect on IRIS frequency/severity. There is also some
evidence that prophylactic steroids may reduce the risk of TB-IRIS
by 30% and did not result in an excess rate of infection.
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Consultant Cardiologist, RFH, Hon. Senior Lecturer, UCL Institute of Cardiovascular
sciences
Article by Dr Natasha Astill, GU/HIV ST6 Leeds Teaching Hospital NHS Trust

Dr Roby Rakhit gave an extremely informative talk on Cardiology
and HIV.
The ATHENA cohort showed that the increased burden of both
non-communicable disease and polypharmacy in our ageing
cohort is mainly driven by cardiovascular disease. This will be
the biggest killer into the future.

The reasons for this:
1.

HIV is atherogenic.
Massive immune dysregulation
involving T cells, monocyte and inflammatory marker
activation lead to an HIV coronary ‘arteriopathy’.

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
combination of factors both increasing lipoprotein synthesis
and impairing clearance.

3.

Traditional CVD modifiable risk factors feature more
prominently in our population.

Data from SMART showed that unchecked viraemia in episodic treatment was associated with an increased risk of a CVD
event, mostly acute coronary syndrome. A meta-analysis of CVD risk found that compared to the general population, there
was a 1.6 relative risk in HIV positive patients not on ARVs, and RR 2 in those on ARVs. The DAD study showed an adjusted RR
for PIs of 1.16, and an adjusted RR for NNRTIs of 1.05. Dr Rakhit noted that an important limitation of studies investigating
CVD in HIV is the very low event rate because HIV-positive populations are often young. He felt that despite controversy, the
CVD risk with abacavir was probably real.
BHIVA guidelines follow standard NICE guidance with no additional recommendations for HIV-positive patients.
He discussed the limitations of Framingham, Q-risk and DAD scores. As they are all heavily weighted on age, risk is probably
missed in many of our young cohort. He suggested Framingham could be multiplied by 1.5 in HIV-positive patients. Due to
health economics, HIV just missed being a risk factor on QRisk3, but Dr Rakhit’s view is that it should be there.
He recommended the Q-risk calculator, with a low threshold for a stepped CV assessment of basic tests: fasting lipids, fasting
glucose, HbA1c +- OGTT, hsCRP, 24 hr BP monitoring, then advanced tests: carotid intima media thickness and coronary CT.
A review from Dr Rakhit’s department showed that HAART-naïve patients are more likely to have thrombotic disease, whilst
those on HAART develop aneurysmal-occlusive or atherosclerotic disease. A presentation with ACS is typical and the diseaseburden tends to be out of proportion to age, due to the accelerated vascular ageing associated with HIV.
Interventions should be aimed at increasing awareness of risk, lifestyle modification and aggressive treatment of
hypertension, dyslipidaemia and glucose intolerance.
HIV-associated cardiomyopathy was briefly discussed. It is a heterogenous condition, with a poor prognosis associated with
low ejection fraction and advanced NHYA class. Survival and symptoms can be improved with medication and complex device
therapy.
Other common cardiology problems seen in HIV-positive people are hypertension and arrhythmias. He recommended a joint
HIV/Cardiology clinic where there is specialist collaboration for this unique ageing group with multiple morbidities and risk
factors associated with a high risk of CVD.
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National centre for HIV malignancies, Chelsea & Westminster Hospital
Article by Dr Natasha Astill, GU/HIV ST6 Leeds Teaching Hospital NHS Trust

Prof. Bower presented an excellent session on Kaposi sarcoma and non-Hodgkin lymphoma.
An estimated 32.5 million people live with cancer worldwide, with 8.2 million deaths annually. Compare with HIV, where 36.7
million live with HIV and there are 1 million estimated deaths annually.
Kaposi’s sarcoma, non-Hodgkin’s lymphoma (including primary cerebral lymphoma) and cervical cancer are classed as AIDSdefining. Unlike KS and NHL, cervical cancer risk is not correlated with CD4 count. The incidence of KS and NHL have fallen
since the introduction of cART, but KS remains the most common cancer in people living with HIV.
KS:
In 1994 a novel human herpes virus was sequenced, HHV8 aka KS herpes virus (KSHV). It is a gamma herpesvirus, most closely
related to EBV. It has co-evolved with humans. HHV8 prevalence is directly correlated to number of sexual partners, but nonsexual horizontal transmission is also possible with a 10% prevalence in infants and 20% in 10 year olds. There are high levels
in saliva.
KS lesions are more pigmented than the surrounding skin, non-blanching with
a halo of bruising. (See the full presentation on HIVtc website for pictures of
KS lesions.)
Diagnosis requires a biopsy. Histology reveals elongated spindle cells,
originating from endothelial lymphatic cells, and extravasated red blood cells.
Establishing T stage determines treatment.
Management of KS T0, I0-1is with cART +/- intra-lesional vincristine (<1cm²) or
radiotherapy (>1cm²). Over 80% of T0 KS requires nothing other than cART
over 10 years of follow-up. Advanced KS (T1 stage) is treated with cART and
liposomal anthracycline. There is now an 85% 10 year survival in T1 disease.
Lymphoma:
The spectrum of lymphoma is: 1) systemic high-grade B cell NHL, subdivided into: a) diffuse large B-cell lymphoma (DLBCL)
(2/3 cases), b) Burkitt lymphoma (1/3 cases), c) Plasmablastic lymphoma and Primary effusion lymphoma (1%), 2) Primary
cerebral lymphoma and, 3) Hodgkin lymphoma (non-AIDS defining).
There is a 60-100 fold increase in incidence in systemic NHL in HIV-positive people, with a modest decline since the cART era.
DLBCL is associated with advanced HIV, a low CD4 count and EBV proliferation. 50% present with nodal symptoms such as
lymphadenopathy and fevers. 30% get extra-nodal symptoms, mainly GI. 20% get unusual extra-nodal symptoms.

NHL management is: 1) chemotherapy (R-CHOP for DLBCL) and R-CODX-M/IVAC for
Burkitt), 2) CNS chemoprophylaxis, 3) opportunistic prophylaxis, 4) HAART. The
main concerns are effects on CD4 and VL, and pharmacokinetic interactions of cART
and chemo.
NHL outcomes are now the same in HIV positive and HIV negative patients.
Primary cerebral lymphoma occurs in advanced immunosuppression with a CD4
<50. All are EBV positive. There has been a marked fall in incidence since HAART.
Functional neuroimaging (MRI and FDG-PET) and EBV detection in CSF help
differentiate between toxoplasmosis and lymphoma in HIV+ patients with
enhancing focal brain lesions. Management is for a stereotactic biopsy, MARTIX
chemotherapy x4 (methotrexate, cytarabine, rituximab), peripheral stem cell
harvest after 2 cycles if responding and autologous stem cell transplant after 4
cycles.
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Consultant Physician, CNWL, Mortimer Market Centre
Article by Dr Natasha Astill, GU/HIV ST6 Leeds Teaching Hospital NHS Trust

Dr Waters from Mortimer Market gave a passionate and Ageing leads to new challenges including increased cothought-provoking talk on Politics in HIV.
morbidities, polypharmacy, social isolation and long-term care.
In 2015 Ban Ki-moon announced “…The epidemic has been Is it our job? For reasons of access and trust, the answer is
halted and reversed. In the year 2000, <700 000 people often ‘Yes’, and a recent King’s Fund Report sets out ideal
were receiving ART; today, some 15 million people have goals. Realistically however, commissioning will be a challenge,
access…. Over that same period, new infections have HIV provision is likely to change, and we are not the best
declined by 35%. Today there are 58% fewer new HIV qualified to manage multi-morbidities.
infections among children than there were 15 years ago”

Commissioning and drug funding are hopelessly fragmented.
There is very little evidence for any of the changes. Dr Waters’
outlined a ‘needs’ list 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 comanagement with primary care:

This is a long way from the early days of community activism
but global inaction as young people died from a treatable
condition. The driver for change came when HIV/AIDS was
presented as a threat to international security and
economics, and in 2000, world leaders finally acted and the
UN Security Council passed a resolution on HIV/AIDS.
Generic companies produced cheap effective drugs, •Annual specialist review for stable patients
international funding flowed in and notable access •Annual joint clinic review for complex patients with
Geriatrician/Generalist, HIV clinician and Pharmacist
successes were achieved though activism.
Ongoing global concerns include the Middle East and North •Clear antiretroviral prescribing policies
Africa, where there has been a 66% increase in AIDS deaths,
and ART coverage is the lowest worldwide at 17%.In Russia,
there has been a 14% increase in infections since 2014 and
the rights of women, PWID and LGBT populations are
disregarded.

•Shared monitoring (individualised)
•Agreed parameters for complexity monitoring
•Rapid access for ‘unstable’ patients

Dual accreditation is imminent. Should there be a sub-speciality
of complex HIV? GUM remains under-subscribed, with only
In the UK, the Venereal Disease Act enshrined specialised 60% ST3 fill-rate.
and confidential services, there was early adoption of risk
reduction for PWID, and public awareness through the Finally, Dr Waters discussed the ludicrous PrEP situation
‘Don’t Die of Ignorance’ campaign. In 2016, London whereby the National AIDS Trust had to take NHSE to court,
achieved the UNAIDS target of 90% diagnosed – 90% on and the tendering and the decimation of Public Health, with
treatment – 90% virally suppressed, with the rest of the UK the consequences this will have on patient care.
not far behind. Life expectancy for those with CD4 >350 and
suppressed VL is equivalent to HIV-negative people.
Multiple studies have shown that undetectable =
untransmissible.
However, the 2015 Stigma Index UK showed high levels of
shame, guilt and low esteem related to a positive HIV status,
and over half of participants avoiding relationships as a
result of this.
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Professor of Medicine, Imperial College Kidney & Transplant centre
Article by Dr Ming Lee, GU/HIV ST4 Guy’s and St Thomas Hospital

Professor Jeremy Levy finished the day with a series of case studies
covering a range of renal issues in HIV.
Acute kidney injury (AKI) is common, but only 50% of AKI care is considered
good. To diagnose AKI, even small rises in serum creatinine may be
significant. Volume replenishment, frequent assessment is important for
management, and fluid challenges should be avoided in a fluid overloaded
patient. Other measures include prophylactic gastroprotection, nutrition,
daily reviews of drug charts, and avoid further renal insults.
In patients with progressively rising creatinine over time,
Professor Levy described how to approach these patients.
Estimated GFR is not accurate when GFR>60ml/min but
useful if muscle mass is constant. eGFR may be affected by
protein supplements, ART/other drugs, malnutrition, muscle
disease and fad diets.
Important to review ART and other drug history, comorbidities, over the counter medications, NSAIDs, herbs,
supplements, illegal drugs. Any lower urinary tract
symptoms should be elicited, and a urine dipstick and urine
protein:creatinine ratio should be performed. Many
antiretrovirals may be potentially nephrotoxic (see table
above).
With Tenofovir, there is a mean loss of eGFR of 4ml/min
over the course of treatment, and in the DaD study, TDF
increases the risk of kidney dysfunction by 63% (HR 1.63;
95% CI 1.26-2.10). Predictors of significant renal function
decline from TDF include pre-existing renal impairment,
older age, advanced HIV disease, vasculo-metabolic disease,
concomitant use of nephrotoxic drugs or protease
inhibitors, low body weight, and ABCC2 gene
polymorphisms. Fanconi syndrome is associated with NRTIs
eg. ddI, 3TC, d4t, and TDF. Lactic acid and hepatic steatosis
has been associated with NRTIs (in decreasing order of
association) ddI&d4T, ddI, d4T, ZDV
Other ART nephropathies include protease inhibitors, where
Indinavir/Nelfinavir are associated with renal stones,
crystalluria, AKI, tubular-interstitial nephritis, leucocyturia.
Ritonavir is associated with development of AKI.

Renal biopsies are indicated when there is AKI of unknown
aetiology or unexplained proteinuria or haematuria. In druginduced AKI, renal biopsies are usually not indicated if the drug
can be changed. Immune complex glomerulonephritis and HIVassociated nephropathy (HIVAN) are the most common results
of renal biopsies in HIV positive patients with renal
dysfunction.
(Cont.)
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HIVAN predominately presents in black patients (prevalence
3.5-12% in US), associated with APOL1 gene. It is characterised
with nephrotic range proteinuria (>3g/24hrs), rapid progressive
renal impairment, large bright kidneys on US, hypertension,
and detectable viraemia. The treatment involves starting ART,
and cohort studies suggest a 60% reduction in the incidence of
HIVAN. Renal replacement therapy including transplantation
may be necessary. Eustace et al. suggested high doses steroids
may be beneficial.
Finally Professor Levy touched on renal transplants. Patients
are considered for transplants if their CD4 counts
>200cells/mm3, undetectable VL for 6 months, on stable ART,
and no ongoing infectious AIDS defining 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 1420%). Drug interactions is a common problem, due to cP450
interactions with boosted PIs, efavirenz, nevirapine, and
tacrolimus.
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