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Oral Abstracts

O1
Should we target community and primary care HIV
testing efforts in certain areas? Estimates of HIV
prevalence for key prevention groups by region and local
authority (LA) in England
T Chadborn, K Hutton, V Delpech and B Rice

Health Protection Agency, London, UK

Background: CDC recommends routine HIV screening in all 13–64 year

olds in health-care settings with a diagnosis rate of at least 0.1%. UK

and Europe are considering how to expand HIV testing to reduce late

diagnoses and incidence. Overall UK HIV prevalence is about 0.12% with

one in three undiagnosed.

Methods: Diagnosed HIV prevalence for each LA was calculated using

2006 SOPHID data (survey of persons diagnosed with HIV) in combina-

tion with ONS population estimates (ages 16–64 for men, 16–59 for

women) for 2005 by ethnic group and LA and NATSAL estimates of the

proportion of the population of men who have had sex with men in the

last 5 years (MSM).

Results: Diagnosed HIV prevalence was >1% among MSM and black

African heterosexuals in all SHA. Of the 354 LAs: diagnosed HIV

prevalence was >0.1% in all white men in 76 (21%) LAs and >0.02% in

almost all other LAs. If 2.6% of all men outside London were MSM, the

lowest HIV prevalence in MSM would be 0.25%. Diagnosed HIV

prevalence was >0.1% in all white women in Lambeth and >0.05% in

15 LAs (mostly London). For black African women, almost all LAs with

populations >299 had >2.0% prevalence.

Conclusions: Discussions continue about how to enhance HIV testing

but the epidemiology suggests a localized approach of targeting offers

of HIV testing based on a simple risk assessment. This would also allow

for local patient acceptability and setting appropriateness to be

considered. Partner notification (including of the long-term diagnosed)

is likely to be key to the earlier diagnosis of people in low prevalence

areas.

O2
First presentation of vertically acquired HIV infection
in adolescence
K Prime1, R Ferrand2, C Foster3, A Judd4, J Masters5, H Lyall3 and

E Jungmann6

1St George’s Hospital, London, UK, 2London School of Hygiene and
Tropical Medicine, London, UK, 3St Mary’s Hospital, London, UK, 4MRC
Clinical Trials Unit, London, UK, 5UCL Institute of Child Health, London,
UK, 6Mortimer Market Centre, London, UK

Background: We investigated the clinical features and circumstances

surrounding diagnosis of HIV in vertically infected adolescents diagnosed

late, aged ‡13 years, in the United Kingdom (UK) or Ireland.

Methods: HIV infected children aged <16 years at diagnosis are

reported to the National Study of HIV in Pregnancy and Childhood and

followed up through the Collaborative HIV Paediatric Study. New

diagnoses made by adult services are reported to the Health Protection

Agency and annual data on patients receiving care are collected by the

Survey of Prevalent HIV Infections Diagnosed. Data to the end of 2005

were analysed.

Results: Thirty eight cases were identified; 19 (50%) were male and 36

(95%) were black African. 34 (89%) were born in sub-Saharan Africa,

three of whom were diagnosed before arrival in the UK/Ireland. Median

age at diagnosis was 14.3 years (IQR: 13.6–15) with a median interval of

1.8 years (IQR: 0.2–5.6) between arrival in the UK and HIV diagnosis. 24

(63%) presented with symptoms; the remainder were tested for HIV as

part of STI screening or following diagnosis of a relative. Median CD4

count at diagnosis was 208 cells/ll (IQR: 23–251) and 11 patients

developed AIDS before or within 2 years of diagnosis. Thirty two patients

started antiretroviral therapy (ART), most (88%) within a year of

diagnosis.

Conclusions: Young people with vertically acquired HIV infection are

surviving childhood without ART and being diagnosed in adolescence. In

this cohort a third were asymptomatic, highlighting the importance of

testing all children born to HIV infected women, regardless of age or

symptoms. Increased awareness amongst clinicians is urgently required

to prevent presentation with advanced disease and to reduce ongoing

transmission as this population become sexually active.

O3
Does point-of-care HIV testing improve testing and
diagnosis in a hospital-based voluntary testing clinic?
G Nebbia1, A Evans2, Miss S Chaytor2, U Nandakumar2, T Fernandez2,

G Clewley2, M Johnson1 and AM Geretti1

1Royal Free & University College Medical School, London, UK, 2Royal Free
Hampstead NHS Trust, London, UK

Background: Fear of venopuncture, anxiety and failure to return for

results are barriers to HIV testing and diagnosis, which may be overcome

by Point-of-Care (POCT) testing.

Aims of the study: 1) assess the performance of the Determine HIV

antibody POCT on blood collected by fingerprick; 2) compare the

population accessing voluntary testing by POCT with that who in the past

accessed a same-day laboratory-based testing service (4hr turn-around

time) in the same setting.

Methods: The POCT was run by trained nurses and counsellors under

Virology supervision and according to CPA standards. Persons with

positive/equivocal Determine results and those with negative results but

current/recent symptoms of possible seroconversion underwent labora-

tory testing.

Results: 1) Of 2659 persons undergoing POCT in Feb06-Jan08, 95

tested positive; 86 were confirmed positive [Determine specificity 99.6%

(99.3, 99.8); PPV 90.5% (82.8, 95.6%)]. After infection, the Determine

became positive on average 6 days later than 3rd generation laboratory

assays. 2) Comparing those who accessed POCT in Feb06-Jan07 with

those who accessed same-day testing in Feb05-Jan06, most were male

(64% versus 61%), white (67% versus 66%) or black African (13%

versus 15%) and reported vaginal intercourse as the risk factor (65%

versus 71%); 0.3% versus 2% did not wait for result. HIV seroprevalence

was 49/1461 (3.3%) versus 65/1551 (4.2%). Most positive patients were

male (55% versus 66%), white (41% versus 49%) or black African (34%

versus 38%) and reported vaginal intercourse as the risk factor (61%

versus 51%).

Conclusions: In a clinic-based voluntary HIV testing service, compared

with same-day laboratory-based testing, HIV POCT reduces the number

of those who do not wait for results. This comes at the cost of a high

false positivity rate (1:11) and a significant delay in detecting early

infection.
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O4
Identifying HIV infection in diagnostic histopathology
tissue samples
L Alarcon, U Mahadeva, M Moonim, J van der Walt and S Lucas

Dept of Histopathology, St Thomas’ Hospital, London, UK

Using immunocytochemistry, HIV-1 infection can be visualised in fixed

tissue samples.

Aim: To investigate the practicalities and utilities of routine HIV-1 p24

immunocytochemistry on tissue samples received in a London histopa-

thology laboratory.

Methods: Over a 3 year period, 2005–7, fixed tissue samples from

patients (age 2–65years) with and without known HIV infection,

including primary diagnostic biopsies, consultation referrals and autopsy

material, were stained with Dako anti-HIV-1-p24 antibodies. Cases were

selected that, on H&E stains, morphologically suggested HIV infection, eg

lymphoid hyperplasia in non-lymphoid organs, atypical germinal centres

in lymphoid tissue, and encephalitis.

Results: Of 123 cases, 36 were HIV-1 p24+ve: 24/87 lymph node, 7/13

Waldeyer’s ring, 1/3 parotid, 1/2 anus, 2/5 lung, and 1/2 brain samples. In

10/36 cases (28%), the p24+ staining was the first indication to

clinicians that the patient was HIV infected, and was reported as such.

These included 6 lymph node and 3 Waldeyer’s ring and 1 parotid

samples. The p24+ patients had blood viral loads, where known, from

<50-151462 (median 16026) copies/mL. Of the known HIV+ve cases

(45), nine were p24-ve. The p24+ was characteristically dense clustered

staining within CD21+ dendritic cells or microglial cells.

Conclusions: Diagnostic histopathology can identify HIV infection

directly in tissue samples when the viral load is sufficiently high. As

well as confirming specific pathologies such as PGL and HIV encephalitis,

p24 staining identifies patients not previously known to be HIV infected.

This technique should be applied more widely to diagnose HIV+ve

patients earlier and bring them into treatment programmes.

O5
Diagnosing the undiagnosed: Identifying symptomatic
primary HIV infection (PHI) presenting to primary and
emergency healthcare physicians
K Nambiar1, D Pao1, J Whetham1, D Sudarshi1, G Homer1, G Murphy2, J Parry2

and M Fisher1

1Brighton and Sussex University Hospitals, Brighton, UK, 2Health
Protection Agency, London, UK

Background: Identifying undiagnosed PHI remains a significant chal-

lenge. Individuals with PHI play a key role in the transmission of HIV,

particularly in men who have sex with men. A previous study suggested

that PHI symptoms are often missed in primary or emergency care. The

aim of this study was to prospectively determine the prevalence of

undiagnosed PHI in symptomatic individuals.

Design: Unlinked, anonymous HIV testing of males aged from 18 to 50

with typical PHI symptoms (excluding known HIV infection) in local GP

practices and an Accident and Emergency Department from January 2006

to June 2007.

Methods: Residual sera were taken from Full Blood Count (FBC) or

Glandular Fever serology (GF) samples. Screening was by pooled HIV-1

RNA testing in parallel with a 4th generation antigen/antibody assay.

Incident infection was determined using STARHS (Serological Testing

Algorithm for Recent HIV Seroconversion) or Western Blot assay.

Results: 686 subjects were tested -587 (86%) FBC and 99 (14%) GF. 7

were HIV positive giving an overall prevalence of 1% (95% CI 0.3 – 1.7).

Only one (0.1%) showed evidence of PHI (Antibody negative, Western

Blot p24 only, Viral load 34,093,556 copies/mL). No case of PHI was

detected using pooled RNA testing alone.

Discussion: The PHI prevalence is substantially lower than expected. This

may be due to patients not being venesected if an unspecified viral

illness is suspected. It therefore remains essential that physicians are

vigilant for symptoms of possible PHI and have a low threshold to test for

HIV, particularly in high risk groups. The overall 1% undiagnosed HIV

prevalence, however, suggests that more widespread testing in primary/

emergency care may be warranted.

O6*
Understanding the barriers to GP involvement in the
care of patients with HIV
M Kennedy1, Y Gilleece1, N Perry1, A Cressey1, J Wastie2, H Smith1 and

M Fisher1

1Brighton and Sussex Medical School, Brighton, UK, 2St Peter’s Medical
Practice, Brighton, UK

Background: Studies in the pre-HAART era identified numerous patient

barriers to the involvement of GPs in their care. Little data exists in the

post-HAART era, although primary care is likely to become increasingly

important as HIV patients live longer and experience diseases of old age.

Methods: Following piloting, a questionnaire exploring GP involvement

was offered prospectively to all patients from Mar–May ’07 attending a

HIV outpatient clinic. Barriers defined using a Likert scale in response to a

series of statements.

Results: Of 475 patients offered, 222 responded. 92% (205) male, 86%

(191) white and 84% (186) homosexual/bisexual. 93% (207) had

registered with a GP and 84% (174) had disclosed their HIV status to

their GP. Confidentiality (50% 103), discussing (57% 117) or being

judged for lifestyle choices (60% 124) were not barriers for the majority

of patients registered with a GP. 38% (78) identified a lack of GP HIV

knowledge and experience as barriers to involvement in their care.

Patients who had disclosed their HIV status felt comfortable with their

GP managing HIV-related problems (50% 87) and the GP’s understanding

of HIV drug interactions (48% 81) and side effects (46% 78). Barriers

perceived by patients who had not disclosed their status to their GP

included discussing lifestyle choices (42% 10), confidentiality (58% 14),

lack of GP knowledge (52% 12) and experience of HIV (61%14).

Conclusions: This study showed a much higher level of GP involvement

compared to pre-HAART studies suggesting that a high level of primary

care is achievable. Barriers still remain however for a significant minority

of patients. These include a perceived lack of GP knowledge and experience

of HIV and the issue of confidentiality. Secondary care providers need to

work with patients and primary care to address these issues.

*Data from Abstracts O6 and P2 merged into one oral presentation and

no poster will be displayed at the conference.

O7
Low prevalence of transmitted antiretroviral drug
resistance in a large UK HIV-1 cohort
B Payne1, E Nsutebu2, E Hunter3, O Olarinde4, P Collini4, J Dunbar5,

M Basta2, J Elston6, M Schmid3, H Thaker6 and D Chadwick1

1James Cook University Hospital, Middlesbrough, UK, 2Bradford Teaching
Hospitals Foundation Trust, Bradford, UK, 3Newcastle General Hospital,
Newcastle-upon-Tyne, UK, 4Royal Hallamshire Hospital, Sheffield, UK,
5St James’ Hospital, Leeds, UK, 6Castle Hill Hospital, Cottingham, Hull, UK

Objectives: To describe current practice in testing for transmitted

antiretroviral drug resistance (TDR), and the prevalence of TDR in a large

UK HIV-1 cohort.

Methods: Retrospective analysis of newly diagnosed HIV-1 infected

patients presenting March 2005 to March 2007 to eight HIV clinics in the

North of England. Resistance mutations were defined by IAS-USA.

Predicted phenotypes were calculated by Stanford University database.

Results: Five hundred and fifty eight patients were studied of whom 394

(70.6%) had heterosexually-acquired HIV and 377 (67.6%) were infected

outside the UK. TDR testing was performed in 406 patients (72.8%). 13/

392 viral resistance profiles (3.3%) showed genotypic TDR. There was no

significant association between TDR and any demographic or risk factor

or baseline CD4 count. In particular, rates of TDR were similar in white
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British (6/147, 4.1%) and black African (7/224, 3.1%) patients. Numbers

of patients with TDR to individual drug classes were: NRTI (TAMs), 2

(0.5%); NNRTI, 7 (1.8%); major PI, 4 (1.0%). No patients had more than

single-class resistance. 11 patients (2.8%) were predicted to have

significant phenotypic resistance to at least one drug.

Conclusions: In a large unselected UK cohort, with high coverage of TDR

testing, the prevalence of TDR was substantially lower than in most

published literature. Differences in population mix did not appear to

explain this low rate. TDR rates in the UK may now be falling compared

with historical data.

O8
The impact of resistance testing in ARV-naı̈ve patients:
does it guide optimal therapy selection and improve
long-term outcomes?
L Bansi1, AM Geretti1, D Dunn2 and C Sabin1, UK CHIC Steering Committee1

1Royal Free and University College Hospital, London, UK, 2Medical
Research Council, Clinical Trials Unit, London, UK

Background: Transmitted drug resistance (TDR) may lead to some

patients starting sub-optimal treatment regimens. We report the

resistance mutations and genotypic sensitivity scores (GSS) of all patients

within the UK Resistance Database and CHIC cohort who had a resistance

test performed whilst ART-naı̈ve and who subsequently started HAART.

Methods: The proportion of patients with mutations regarded as

indicative of TDR and detectable resistance to any drug as part of their

initial HAART regimen were calculated. GSS were calculated using the

Stanford interpretation algorithm and logistic regression was used to

identify factors associated with patients having a low GSS score (<3).

Cox regression was used to identify factors associated with achieving an

undetectable viral load (UD VL) of <50 copies/mL.

Results: Of 1175 patients who had a resistance test and subsequently

started HAART, 116 (9.9%) had at least one detectable mutation, 64

(5.4%) had at least one mutation to the drugs in their initial HAART

regimen and, 54 (4.6%) had a GSS<3. In multivariable analyses, patients

with GSS<3 were more likely to start HAART with ritonavir-boosted PIs

(OR =1.86 [CI: 1.02, 3.42], P = 0.02) and in earlier calendar years (1999-

2001 versus >2004) (2.50 [1.15, 5.42]). 763/935 (81.6%) patients with a

baseline viral load achieved an UD VL after starting HAART (median 3.4

[2.4, 5.5] months). GSS was found to be independently associated with

achieving an UD VL (HR = 1.50 (95% CI:1.19, 1.89), P = 0.001).

Conclusions: Patients with low GSS tend to have poorer long-term

outcomes and hence, as well as tolerability, selection of first-line HAART

should take into account the presence of transmitted drug resistance,

together with other recognised predictors of virological outcomes.

O9
Gag-protease interrelationships in drug resistance and
viral fitness
CM Parry, A Kohli and D Pillay

University College London, UK, and Health Protection Agency, London, UK

Background: Resistance to protease inhibitors leads to reduced fitness

and mutations within gag can reconstitute fitness. However commonly

used replication capacity assay systems incorporate only partial gag

sequence (typically part of p7, p1 and p6) therefore the full effects of gag

with its corresponding protease cannot be explored. We have developed a

single-cycle virus assay to explore gag-protease interrelationships of

plasma derived full-length gag and protease genes.

Methods: We identified a plasma derived gag-protease sequence from a

highly drug experienced patient containing multiple and novel mutations

in gag and protease. We inserted gag alone, protease alone or gag and

protease genes into our single cycle virus system. Drug susceptibility and

replication capacity (RC) have been determined.

Results: Mutations in protease included L24I, L33F, 35QNins, M36L,

M46I, I54V, K55R, R57K, I64V, L76V and V82A, and in gag an insertion

(116TQins) in p17 Matrix, and cleavage site mutations at p2-p7 (five

amino acid changes), p7-p1, p1-p6 and a partial duplication of the PTAPP

motif in p6. The resulting recombinant virus demonstrated resistance to

protease inhibitors. Expressing the mutant protease with wild-type gag

lead to a 95% reduction in RC. Replication was fully recovered by co-

expressing protease with the corresponding patient-derived gag gene,

and further experiments identified the regions of gag responsible for this

compensation.

Conclusions: Many existing RC assays are limited in an ability to fully

explore protease gag interrelationships - important in light of increasing

evidence of gag effects on drug susceptibility and replication. We

demonstrate a complete restoration of RC for a highly mutated protease

by full-length gag, and are able to better identify the determinants of

viral fitness.

O10
Effect of HIV-1 subtype on virological and
immunological responses to first-line HAART
L Harrison1, AM Geretti2, H Green1, D Dunn1 and E Fearnhill1

1MRC Clinical Trials Unit, London, UK, 2Royal Free NHS Trust, London, UK

Background: Few studies have analysed responses to HAART according

to the HIV-1 subtype and most have simply compared B to non-B.

Methods: Naı̈ve patients from the UK HIV Drug Resistance Database

(linked to UK CHIC and other hospital databases) who started HAART,

were >16 yrs, and had a baseline resistance test, viral load (VL) and CD4,

and >12 months follow-up were included. Time to VL <50 copies/mL and

time to VL rebound (2 consecutive VLs >1000 or 1 VL >1000 copies/mL

followed by a treatment change) were analysed. CD4 responses were

studied using repeated measures analysis. Multivariate analyses were

adjusted for initial age, clinical centre, calendar year, HAART regimen, VL

and CD4, plus time to VL <50 in the rebound analysis. Accurate

adjustment for ethnicity or risk group could not be done due to their

strong association with subtype.

Results: Of 1400 patients, 1076 (77%) were subtype B, 151 (11%) C, 43

(3%) A, 35 (3%) CRF_AG, 28 (2%) D and 67 (5%) other subtypes. Overall,

1271 (91%) achieved a VL <50 within 12 months of starting HAART, of

whom 256 (20%) subsequently rebounded. There was an association

between subtype and time to VL <50 (P = 0.02). More rapid suppression

was observed for subtypes A (HR 1.62 (1.18,1.22), P = 0.003) and C (HR

1.21 (1.01,1.44), P = 0.04), compared with B. There was no evidence for a

subtype effect on rebound (P = 0.66). There were no differences in CD4

responses between subtypes at 3 months after HAART initiation

(P = 0.47) or subsequently (P = 0.68).

Conclusions: Persons infected with prevalent non-B subtypes in the UK

show excellent and durable responses to first-line HAART. Subtypes A

and C respond more rapidly than B. Further studies are needed to explore

the influence of ethnicity, risk group and adherence.

O11
Emergence of drug resistance in HIV-1 infected patients
after first-line highly active antiretroviral therapy
(HAART): a systematic review of clinical trials
R K Gupta1, A Hill2, A Sawyer3 and D Pillay1

1University College, London, UK, 2Univeristy of Liverpool, Liverpool, UK,
3SEARCH, Thailand

Background: Resistance to antiretroviral combination therapy is asso-

ciated with increased mortality. Understanding the relative risks of

resistance emerging to first-line therapy is of importance for both

resource rich and poor settings.

Methods: We undertook an overview of adult first-line HAART clinical

trials using dual nucleoside reverse transcriptase inhibitors (NRTI)

combined with a third agent: either a non-nucleoside reverse transcrip-

tase inhibitor (NNRTI) or a ritonavir- boosted protease inhibitor (PI). Main

outcome measures were incidences of mutations conferring resistance to

key drugs (NRTI, NNRTI, PI) per trial at Week 48. For meta-analysis,
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inverse-variance weighting was used to create estimates of overall

incidences per group, with exact 95% confidence intervals.

Results: Twenty clinical trials comprising 30 treatment arms and 7970

patients were included. Virological failure at 48 weeks occurred in 4.9%

(3.9-6.1) of NNRTI versus 5.3% (4.4–6.4, P = 0.50) of boosted PI

recipients. Of failures genotyped, the M184V mutation (lamivudine

resistance) occurred in 35.3% (95% CI 29.3-41.6%) starting NNRTI-

based HAART versus 21.0% (14.4–28.8, p < 0.001) for boosted PI. For

K65R (multi-nucleoside resistance) in patients treated with non AZT-

containing regimens, incidences were 5.3% (2.4–9.9) and 0.0% (0.0–3.6,

P = 0.01) respectively. One or more thymidine analogue mutations

occurred in 1.5% (0.3–4.1) and 0.6% (0.0–5.8,P = 0.627). Third agent

resistance occurred in 53% (46–60) and 0.7% (0.0–5.5, p < 0.001)

respectively. These associations were also seen in Intent to Treat analysis.

Conclusions: Initial therapy with boosted PI-based regimens results in

less resistance within and across drug classes, preserving more treatment

options at time of virological failure.

O12
Responses to HAART and clinical events in patients with
a low CD4 count: late presenters versus late starters
LJ Waters1, MJ Fisher2, J Anderson3, C Wood4 and C Sabin5, for the UK CHIC

Study Group5

1Chelsea and Westminster Hospital, London, UK, 2Royal Sussex County
Hospital, Brighton, UK, 3Homerton University Hospital, London, UK,
4North Middlesex Hospital, London, UK, 5Royal Free and UC Medical
School, London, UK

Background: One in three UK patients present late (CD4 <200) which

has been associated with higher morbidity/mortality. Previous cohort

analyses may be confounded by additional factors associated with late

presentation. If so outcomes for late presenters may differ from those

who present earlier but start therapy late.

Methods: We identified ARV-naı̈ve adults starting HAART (NRTI + NNRTI

or PI/r) with ‡1 pre-HAART CD4 and baseline VL>500. Those presenting

with CD4 >350 were stratified by CD4 at HAART (<200 [grp 2], 200-350

[grp 3], >350 [grp 4]) and compared with those presenting and starting

HAART <200 [grp 1]. 48 week CD4 and VL outcomes were compared by

multivariable analysis including demographics and HAART type.

Results: Five thousand and three patients were eligible for analysis with

2511,790,1004 and 698 in groups 1–4 respectively. 74.6% were male,

53.2% homosexual and 55.7% white. Most started NNRTI-based HAART

but more individuals starting HAART with CD4 >350 commenced a PI. By

48 weeks more in grp 1 had a new AIDS event (8.8% versus 4.9%, 2.8% &

1.6% in grps 2-4; P = 0.0001 for grp 1 versus 2) or death (2.4% versus

1.3%, 0.6% & 0.1%; P = 0.07 for grp 1 versus 2). CD4 rises at 48 weeks

in grp 1–4 were 160,190,192 & 131 respectively (P < 0.0001 overall;

P = 0.0001 & 0.01 for grp 1 versus 2 by uni and multivariate analysis

respectively). VL suppression rates at 48 weeks were 81.4%,82.7%,

86.5% & 76.4% across groups 1-4 (P = 0.0006 overall;P = 0.55 for grp 1

versus 2).

Conclusions: Late presenters achieve similar rates of viral suppression to

subjects who present early but start HAART with CD4 <200 but CD4 rise

is significantly less at 48 weeks. New AIDS events were significantly more

common for late presenters versus late starters which may reflect factors,

additional to CD4 count, associated with late presentation.

O13
Predictors of virological treatment failure in the HIV
roll-out cohorts of the Western Cape Province,
South Africa
MI Datay1, A Boulle2, P Yudkin1 and D Mant1

1University of Oxford, Oxfordshire, UK, 2University of Cape Town, Western
Cape Province, South Africa

Background: By June 2006 over 18,000 patients from 44 clinics had

been put on HAART in this province. About 1.5% fail to maintain virologic

suppression and need to be switched to expensive second line treatment

with no further treatment options available. AIM: To identify predictors

of virologic treatment failure in this population.

Methods: Retrospective case control study. Cases: 2x viral loads

>1000 copies/mL; switched to second line HAART. Controls: viral load

< 400 copies/mL at time of case failure; on first line HAART; matched

for treatment duration and clinic attended. Subjects were selected

from validated clinic registers. All were aged ‡ 14 years and naive to

HAART.

Results: From eight clinics (representing 9249 patients in care), 368

eligible patient records (130 cases and 238 controls) were sampled. In

multivariate analysis predictors of failure were: low baseline CD4

<150 cells/mm3 (odds ratio (OR) 3.2 [95% confidence interval 1.5 to

6.9], pre HAART mother to child transmission (MTCT) drug usage (OR

3.0 [1.4 to 6.3]); treatment interruptions (TI) (OR 3.7 [2.2 to 6.4]); and

nevirapine based HAART (OR 2.0 [1.2 to 3.5]). Of the 238 controls, 174

(73%) had a baseline CD4 count of less than 150 cells/mm3. TI was

strongly associated with travel/migration (P < 0.001); 48/78 (62%) of

TI was due to defaulting; 29/48 (60%) of defaulters travelled; 21/

29(72%) of travelling was to the mainly rural Eastern Cape Province.

Use of MTCT drugs within 12 months of starting HAART and use of

nevirapine as the MTCT drug were more strongly associated with

failure.

Conclusions: The high prevalence of a very low baseline CD4 is

concerning in light of its association with failure. Our study adds insight

into the role of TI, choice of NNRTI and MTCT exposure. Further study of

TI and travel is needed working towards intervention.

O14
Pregnancy loss in HIV-positive women attending
antenatal care at a London centre
J Anderson, R Evans-Jones, D Janga, L Sivyour, E Dorman and S Tariq

Homerton University Hospital, London, UK

Background: There is a paucity of data on late pregnancy loss in HIV. We

present data on HIV-positive women attending antenatal care at a

London centre, whose pregnancies resulted in either late miscarriage

(14–24 weeks gestation) or intrauterine death (beyond 24 weeks

gestation).

Methods: A retrospective case-notes review of HIV-positive women

attending antenatal care between 2000-2007.

Results: There were 242 pregnancies during this period. 8% (19/242)

resulted in late pregnancy loss. There were 15 reported late miscarriages

and 4 intrauterine deaths in 18 women. Maternal age ranged between

23.3–39.4 years (mean 31.6 years). 14/18 women were of sub-Saharan

origin. 11/18 women had uncertain immigration status. 7/18 had

significant psychosocial problems. 10/18 women were diagnosed with

HIV during this pregnancy. 14/19 were CDC Stage A; 1 was CDC Stage C.

Mean nadir CD4 ¼ 327 cells/mm3. 8/19 were on HAART during their

pregnancy. Median gestational age at loss was 18 weeks. 14/19 post-

mortems were performed. 10/14 post-mortems demonstrated chorioam-

nionitis; Group B Streptococcus was identified in one. One post-mortem

revealed toxoplasma placentitis. All women in the study group attended

for HIV follow-up following their loss.

Conclusion: 8% of pregnancies resulted in late pregnancy loss; notably

more than in a non-HIV setting. Post-mortems were performed in over

70%. The most common finding was chorioamnionitis, in keeping with

the literature. A significant proportion of the women had complex

psychosocial issues but all engaged with HIV follow-up after their loss.

We advocate further large-scale research to elucidate the mechanisms

underlying late pregnancy loss in HIV.
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O15
Unexpectedly high rates of vitamin D deficiency in an
inner-city London HIV clinic
MM Rosenvinge1, K Gedela1, A Wilkinson2, A Copas2, C Sheehy3,

MR Pakianathan3, P Hay4 and ST Tariq4

1St George’s Hospital, London, UK, 2Centre for Sexual Health & HIV
Research, University College London, London, UK, 3St George’s Hospital,
London, UK, 4St George’s Hospital Medical School, London University,
London, UK

Introduction: Vitamin D deficiency, (including rickets and osteomalacia)

is resurgent in the UK and increases susceptibiity to TB and other

systemic illnesses including insulin resistance.

Aim: To assess the prevalence of Vitamin D deficiency in our HIV clinic

and factors associated with it.

Methods: A retrospective, case-controlled study of consecutive patients

attending our HIV clinic from November 2007. All patients had routine

25-hydroxycholecalciferol (25(OH)D) and parathyroid hormone (PTH)

levels taken and basic demographics, medical history and routine blood

results recorded. Patients with 25(OH)D deficiency (<50nmol/l) were

compared with those with optimum levels (>75 nmol/l).

Results: 76/132 (58%) were 25(OH)D deficient, including 11 (8%) who

were severely deficient (<25nmol/l). 21 (16%) had optimum levels and 35

(27%) were borderline (50–75 nmol/l). 40/131 (31%) had high PTH. On

multivariate analysis 25(OH)D defiency was associated with ‘‘black’’

ethnicity (odds ratio (OR) 0.14, 95% CI 0.02-0.88 for white vs black),

younger age (OR 0.87, CI 0.78-0.97, for every increase in age by 1 year)

and higher random blood glucose (OR 3.21, CI 1.32 - 7.8 for every

increase in 1 mmol/L). Female sex was associated with 25(OH)D

deficiency on univariate analysis only. No association was found for

diagnosis date, CDC stage, use/duration of HAART/Tenofovir, weight,

liver/kidney/bone profile or PTH.

Conclusions: There is an alarmingly high rate of vitamin D deficiency

among our HIV cohort, associated with black ethnicity, younger age and

higher random blood glucose. Importantly detection and treatment may

improve clinical outcomes including insulin resistance, bone disease and

susceptibility to TB.

O16
Plasma exposure of 100 mg once (OD) and twice daily
(BID) decreases HDL and CD36 expression but only BID
dosing increases triglycerides (TG): potential impact of
RTV on cardiovascular disease (CVD)
C Fletcher1, M Boffito1, S Collot-Teixeira2, F De Lorenzo3, L Waters1, D Back4,

S Mandalia1, A Pozniak1, JL McGregor2,5 and B Gazzard1

1St Stephen’s AIDS Trust, London, UK, 2King’s College, London, UK, 3Beta
Cell Diabetes Centre, Chelsea and Westminster Hospital NHS Foundation
Trust, London, UK, 4University of Liverpool, Liverpool, UK, 5Inserm U689,
Paris, France

Background: Whether RTV induces CVD is unclear. We investigated the

relationship between low-dose RTV exposure and short-term changes in

lipids [total cholesterol (TC), HDL, LDL, TG], monocyte scavenger receptor

(CD36), vascular inflammation markers (VIM=hsCRP, sICAM-1, sCD40L).

Methods: Non-smoking male and female healthy volunteers were

randomized to: arm 1 (RTV 100 mg OD-washout-RTV 100 mg BID) or

arm 2 (RTV 100 mg BID-washout-RTV 100 mg OD), all study phases

lasted 14 days. Lipids, CD36 expression and VIM were measured before

and after RTV 14-day intake by standard validated methods. Full steady-

state RTV PK was assessed on days 14 and 43 by hplc-MS/MS. Paired-t

test and Pearson’s correlation were used for statistical analysis.

Results: Twenty subjects (10 females) completed the study. Median

(range) age and BMI were 28 (19–45) and 22 (18–26). Median (range)

RTV AUC0-24 (ng.h/mL) and Cmax (ng/mL) for OD and BID were 5773

(2466–18848) and 751 (298–1896), and 14525 (6862–46370) and 1431

(597-3874). Significant decreases in HDL (6% P = 0.010 and 10%

P < 0.001) and CD36 (14% P = 0.012 and 16% P = 0.006) were seen

following RTV OD and BID intake. However, a significant increase in TG

was seen only when RTV was given BID (32% P = 0.044). No changes in

VIM were observed. There was a significant correlation between RTV

plasma exposure and the change in TG and HDL (r = 0.34, P = 0.030 and

r = 0.33, P = 0.040, all subjects).

Conclusions: Hundred milligrams BID RTV but not 100mg OD RTV gave

rise to an increase in TG over 2 weeks in healthy volunteers; the increase

was related to higher RTV exposure. Reduced HDL and CD36 expression

were observed for both RTV dosages.

O17
High incidence of immune reconstitution inflammatory
syndrome (IRIS) due to dermatological conditions and
tuberculosis in an ART programme in South Africa
LJ Haddow1, MYS Moosa2, NG Khanyile2, NM Sithole2,

Q Zulu2, A Mosam2, F Ibrahim1 and PJ Easterbrook1

1King’s College Medical School, London, UK, 2University of
KwaZulu-Natal, Durban, South Africa

Background: There are few data on the epidemiology of Immune

Reconstitution Inflammatory Syndrome (IRIS) in resource-limited settings.

We estimated the incidence, clinical spectrum and risk factors for IRIS, and

its contribution to mortality in an ART programme in South Africa.

Methods: Prospective cohort study of 499 patients initiating ART

between 12/06 and 10/07 at two hospital-based public clinics. Patients

were monitored monthly for the first 6 months for IRIS events, diagnosed

according to consensus expert opinion. Logistic regression model was

used to evaluate Odds Ratios (OR) of potential risk factors for IRIS.

Results: At ART initiation, 25% of 499 patients were male, median age

34 years (IQR 29-40), CD4+ 105 cells/mm3 (IQR 53-165), viral load 4.9

log10 copies/mL (IQR 4.3-5.5), 64% WHO stage 3-4. Mean follow-up by

12/07 was 20 weeks (total 187 patient-years [PY]). One hundred and

forty IRIS events occurred in 113 patients (22.6% [95% CI 19.0–26.3%];

incidence rate 74.9/100 PY) after median 21 days (IQR 7-49). Commonest

IRIS diagnoses were eosinophilic folliculitis (24% of IRIS cases), TB

(24%), genital ulcer disease (11%), herpes zoster (7%) and tinea (6%).

Six of 24 (25%) deaths, 15/65 (23%) hospital admissions, and 6/38 (16%)

ART discontinuations or regimen changes were due to IRIS. Most

significant risk factors for IRIS were baseline viral load >5.0 log10 (OR

2.3, 95% CI 1.4–3.8, P = 0.001), baseline CD4 <100 (OR 1.8, 95% CI 1.1–

2.8, P = 0.022) and current TB (OR 2.2, 95% CI 1.2–3.9, P = 0.007).

Conclusions: IRIS occurred in 23% of patients and was more frequent in

patients with advanced disease; most cases were dermatological. Despite

low overall mortality, IRIS contributed to 25% of all deaths.

O18
Chronic kidney disease in HIV-infected patients
FA Post1, Ms LJ Campbell1, F Ibrahim1, M Fisher2, SG Holt2 and

BM Hendry2

1King’s College London, UK, 2Brighton and Sussex University Hospital,
Brighton, UK

Introduction: While chronic kidney disease (CKD) is an important com-

plication of HIV infection, the contribution of non-primary renal diagnoses

and antiretroviral therapy to the burden of CKD remains to be defined.

Methods: Patients with CKD (estimated glomerular filtration rate [eGFR]

<60 mL/min for >3 months) were identified among 3439 HIV-infected

outpatients who attended two UK clinics between 1/1998 and 12/2005.

Prevalence and aetiology of CKD were defined, factors associated with

CKD identified, and the effect of indinavir (IDV) and tenofovir (TNF) on

renal function assessed.

Results: The prevalence of CKD was 2.4% (95% CI 2.1%-2.7%). Primary

renal diagnoses accounted for 65% of CKD in black compared to 9% in

non-black (predominantly Caucasian) patients (p < 0.001). Compared to

primary CKD, patients with non-primary CKD (associated with metabolic,

vascular disease and/or drug toxicity) had less severe renal impairment
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(P < 0.001) and reduced progression to end-stage CKD (P < 0.001).

Compared to patients without CKD, more patients with non-primary CKD

had received IDV (25% versus 7%, P < 0.001) or TNF (45% versus 29%,

P = 0.005). The majority of patients who developed CKD associated with

IDV or TNF had additional risk factors. Age >50 years was associated with

CKD among patients initiating IDV, and age >50 years, eGFR <90 mL/

min, and duration of prior antiretroviral therapy with CKD among

patients who initiated TNF.

Conclusions: Non-primary renal disease accounted for >90% of CKD in

Caucasians. The risk of non-primary CKD in patients initiating IDV or TNF

is modified by the presence of other risk factors for CKD, age and, for

TNF, renal function and duration of prior antiretroviral treatment.

O19
HIV and ageing
J Elford1, F Ibrahim1, C Bukutu1 and J Anderson2

1City University, London, UK, 2Homerton University Hospital NHS
Foundation Trust, London, UK

Background: This paper examines some of the characteristics of people

living with HIV in London who are over the age of fifty.

Methods: Patients with HIV infection attending NHS outpatient clinics

in north east London between June 2004 and June 2005 were asked to

complete a confidential, self-administered questionnaire.

Results: Thousand six hundred and eighty seven people with diagnosed

HIV returned a completed questionnaire (response rate 73% of eligible

clinic attenders) including 758 gay/bisexual men (464 white, 112 ethnic

minority), 480 black African heterosexual women and 224 black African

heterosexual men. Just over ten percent of the whole sample (184/1687,

10.9%) were aged 50 years or above at the time of the survey; gay men

13.1% (99/758), black African heterosexual men 8.5% (19/224), black

African heterosexual women 6.9% (33/480) (p < 0.01). Forty percent of

the over 50s were diagnosed with HIV in their 50s (40.3%, 71/176, data

missing for eight respondents), 44.9%, (79/176) between 40 and

49 years of age, and 26 (14.8%) under the age of 40. Older people

were more likely to report a lower CD4 count at diagnosis (P < 0.01).

Older people were also more likely to be on HAART; this differential

remained significant after controlling for CD4 count at diagnosis and

number of years since diagnosis (e.g. gay men, adjusted odds ratio 1.05,

95% CI 1.01, 1.09, P = 0.01).

Conclusions: In this study of people living with diagnosed HIV in

London, just over ten percent were over the age of 50. Nearly half the

over 50s were diagnosed in their 50s highlighting that this group does

not solely comprise an ageing cohort of people diagnosed with HIV in

their 30s and 40s.

O20
What are the implications of increasing the recom-
mended threshold for starting anti-HIV therapy (ART)?
T Chadborn and V Delpech

Health Protection Agency, London, UK

Background/aim: United States and European guidelines now recom-

mend that HIV-infected persons start ART before CD4 falls below

350 cells/mm3. Our aim was to consider some of the implications of a

similar recommendation being implemented in the UK.

Methods: Analysis of reports to HIV surveillance systems: SOPHID

(cross-sectional survey of persons accessing HIV care), CD4 Surveillance,

and reports of new HIV diagnoses. Analysis of persons with CD4, VL and

ARV status reported, which was 80% (38,968/48,663) of all adults (>15

yrs) seen for HIV-related care in England, Wales and Northern Ireland in

2006.

Results: Effect on late diagnosis: An estimated 33% of adults were

diagnosed with CD4 <200 and 57% with CD4 <350 in 2006. Additional

requirement for treatment: 27,391 (70%) of adults were on ART. 3,060

(8%) adults had 199 <CD4 <350 and were not on ART and 727 (2%) had

CD4 <200 and were not on ART. 1760 (58%) and 216 (30%) of these

adults respectively were diagnosed for >3 months and had never been on

ART. Possible effect on transmission: 77% (9,529) of adults had a VL

>499 and were not on ART. Of these, 28% (2,686) had 199 <CD4 <350

and 6% (608) had CD4 <200.

Conclusions/Discussion: There are likely to be both clinical and public

health benefits of recommending all HIV-infected persons to start ART if

CD4 <350 but some of the implications are: 1) the definition of late

diagnosis should change; 2) treatment costs will increase (1000

additional adults would cost the NHS an additional £10 m per year);

3) transmission may be reduced through a reduction in viral load.

O21
Utility of CD4 count monitoring in patients on HAART
who maintain viral load (VL) suppression – experience
from the VS arm (continuous ART) of the SMART study
(Strategies for Management of Antiretroviral Therapy
study)
DN Chilton1, J Neuhaus2, A Palfreeman3, SG Edwards1 and

IG Williams4

1Mortimer Market Centre, London, UK, 2University of Minnesota,
Minnesota, USA, 3Medical Research Council, London, UK, 4Centre for
Sexual Health and HIV Research, UCL, London, UK

Background: In the VS arm of the SMART study, higher proximal VL and

older age were predictive of HIV disease progression. CD4 monitoring in

patients on HAART with a VL <50 and good CD4 recovery may thus be of

limited clinical utility. To help guide clinical practice, we provide data on

the absolute risks of disease progression in the SMART study.

Methods: We investigated outcomes in patients randomized to the viral

suppression (VS) arm of the SMART study. All patients received

continuous HAART and had a baseline CD4 >350 · 106. Analysis was

restricted to the first 12 months of follow up (FU) in patients who had

completed 12 months.

Results: Two thousand seven hundred and fifty two patients were

randomized to the VS arm; 45 died or were lost to FU within 1 year, and

were excluded.

VL<50 n:691 VL<400 n:1476 VL>400 n:1231

Opportunistic disease (OD) (n) 4 6 11

Rate OD (/100py) 0.6 0.4 0.9

Non OD events (n) 5 9 7

Non OD event rate (/100py) 0.7 0.6 0.6

Rate CD4 decline <350 (/100py) 12.7 13.4 30.8

Follow up time with CD4<350 3.2% 3.2% 7.7%

Conclusions: HIV related clinical events were rare in patients who

maintained VL <50. Also in VL suppressed patients, the rate of CD4

decline to <350 is lower and total time with CD4 <350 less, than in those

experiencing VL >400. These data suggest that reduced frequency of CD4

monitoring in patients who maintain VL<50 on HAART and have achieved

good CD4 recovery (>350) may be clinically acceptable.

O22
Is there an unrecognised epidemic of hepatitis C
infection in men who have sex with men?
J Turner1, T Gikanga2, V Jones1, A Copas1, J Cooper1, J Stevens1,

E Aarons2 and R Gilson1

1UCL Centre for Sexual Health and HIV Research, London, UK, 2UCL
Centre for Virology, London, UK

Background: An increasing number of acute hepatitis C virus (HCV)

infections in HIV positive men who have sex with men (MSM) have been

reported. As HCV testing is not routinely offered to HIV-uninfected men

or those of unknown HIV status we do not know if there has been an

increase in HCV infections in these groups.
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Methods: Starting in March 2007, men attending a GUM/HIV clinic were

offered HCV testing. Blood samples were pooled and screened for HCV

RNA and antibody to HCV. Samples with detectable RNA but no

detectable antibody were considered incident infections. All men were

asked about injecting drug use (IDU), sexual orientation, and HIV status.

Demographic data and HIV test status within 3 months of HCV testing

was collected from the clinic database.

Results: Up to January 2008, 4109 men were recruited. Median age (IQR)

was 34 (28-41), 911 were HIV positive, 2876 HIV negative and 322 had

unknown HIV status. 2257/3890 (58.0%) were MSM; 101/3961 (2.6%)

reported IDU. Of 71(1.8%) MSM reporting IDU, 60 (84.5%) were HIV

positive. The overall HCV prevalence was 9.0% (N=82), 0.6% (N=18) and

0.3% (N=1) in men who were HIV positive, HIV negative and men with

unknown HIV status respectively. In total, 19/101 HCV infections were

previously undiagnosed; 10 chronic (six HIV positive), six resolved and three

incident (two HIV positive, one HIV negative). In MSM, HCV prevalence was

higher in HIV positive men compared to those with negative or unknown

HIV status (9.4% versus 0.7% and 0.0%, P < 0.001). Excluding HIV positive

men and men reporting IDU, HCV prevalence was only slightly higher in

MSM than heterosexuals (0.6% versus 0.3% P = 0.17).

Conclusion: In this study population there was no evidence of an

epidemic of undiagnosed HCV infection in non-IDU MSM who were HIV

negative or unaware of their HIV status.

O23
Validation of anal cytology in the UK
M Nathan1, N Garrett1, N Hickey1, T Prevost2, M Sheaff3 and N Singh3

1Homerton University Hospital, London, UK, 2University of Cambridge,
Cambridge, UK, 3Barts & The London NHS Trust, London, UK

Background: High rates of anal squamous carcinoma have been

identified in HIV+ MSM on HAART in London. No systematic screening

for anal cancer precursors exist in the U.K. We looked at the validity of

liquid-based cytology (smear) for screening amongst a high-risk

population in London.

Methods and Results: A total of 327 smears were evaluated from 233

patients (227 males). Median age of the population was 37 (IQ range 31–

43). Compared to histology, the sensitivity of smear for detecting any

disease was 81% (95% CI 73%, 87%) with a PPV of 93% (95% CI 86%,

97%). Anal smear showed a sensitivity of 75% (95% CI 67%, 82%) and a

PPV of 67% (95% CI 59%, 74%) compared to High Resolution Anoscopy

examination findings. In 191 patients attending for assessment of cure

after treatment, the sensitivity of smear for detecting recurrent disease

was 70% (95% CI 49%, 86%) with a PPV of 83% (95% CI 61%, 95%).

Overall, the sensitivity of anal cytology for detecting high-grade disease

(AIN 2 and 3) was 89% (95% CI 75%, 96%) with a negative predictive

value of 91% (95% CI 78%, 97%). Sensitivity of anal cytology was 89%

in HIV+ men compared to HIV negative men (69%, P < 0.01). In patients

with the volume of disease reflecting one quadrant or less the sensitivity

was much lower (56%) compared to those with two or more quadrant

disease (>87%, P < 0.001). Sensitivity of the smear was not affected by

age or smoking.

Conclusions: Our results favour the use of anal cytology as a screening

tool for HPV-related anal disease in high-risk populations. We further

demonstrate its use in the follow-up of patients, after treatment of anal

cancer precursor disease.

O24
Anal cytology screening in HIV-positive homosexual
men: experience in a city centre HIV clinic
L Goodall

Department of Genitourinary Medicine, Edinburgh, UK

Objectives: To determine uptake of anal cytology testing, frequency of

abnormal smears and risk factors associated with abnormal anal cytology

in HIV positive homosexual men attending HIV clinic.

Methods: A retrospective case-note review was performed of all

homosexual patients attending a city centre HIV clinic over a 12-month

period, ending December 2007.

Results: Two hundred and eighty five homosexual HIV positive patients

were seen in the study period. Two hundred and fifteen patients (75%)

were offered anal cytology, of which 134 (62%) accepted testing. Twenty

eight of these had abnormal anal cytology (21%). Patients with abnormal

anal cytology were less likely to be on antiretroviral therapy (61% on

treatment compared to 88% in those with normal smears) and more

likely to smoke (46% versus 30%). They were also more likely to have had

Chlamydia trachomatis (33% versus 16%) or Neisseria gonorrhoeae (22%

versus 12%) infection within the last year or any prior history of genital

warts (39% versus 22%). There was no apparent association between

anal cytology and CD4 count or time since HIV diagnosis.

Conclusions: Anal smears are a valuable screening tool for detection of

anal cytological abnormalities in HIV positive homosexual men. The high

rate of cytological abnormalities seen argues for routine screening in this

group at high risk of anal carcinoma.

O25
Plasma HHV8 DNA viral load as a tumour marker for
multicentric Castleman’s disease (MCD)
V Campbell, J Krell, M Stancliffe, M Atkins, M Nelson, M Habibi,

B Gazzard and M Bower

Chelsea and Westminster Hospital, London, UK

Background: MCD is a rare lymphoproliferative disorder occurring at

increased incidence in people with HIV infection. Human herpesvirus-8

(HHV8) also known as Kaposi’s sarcoma-associated herpes virus has a

central role in pathogenesis of MCD. We evaluated the role of plasma

HHV8 DNA quantification as a tumour marker in MCD.

Methods: Plasma samples were obtained at diagnosis from 219 HIV

positive people including 29 with MCD. A total of 180 plasma samples

were obtained from patients with MCD at diagnosis, relapse and in

remission. Plasma HHV8 DNA viral load was measured using Lightcycler�

quantitative polymerase chain reaction (PCR) (Roche, Lewis, UK) on DNA

extracted from whole blood using primers specific to HHV8 ORF-7 gene.

Results: In people with HIV, HHV8 DNA was detected at diagnosis in

25/29 (86%) patients with MCD, 25/67 (37%) with Kaposi sarcoma (KS),

2/70 (3%) with other malignancies and 0/53 with no malignancy. These

results at diagnosis yield a specificity of 86%, sensitivity of 86%, positive

predictive value of 40% and negative predictive value of 88%. When

detected, the median HHV8 viral load at diagnosis in MCD was

41,000 copies/mL and in KS 3,900 copies/mL. During an attack of MCD

(diagnosis or relapse), plasma HHV8 DNA was detectable in 67/75 (89%)

samples and during remission was detectable in 30/105 (28%) samples

(MW test p < 0.0001). When detected, the median HHV8 viral load

during an MCD attack was 30,000 copies/mL and during remission was

2,150 copies/mL.

Conclusion: Plasma HHV8 DNA viral load is useful in the diagnosis and

monitoring of MCD.

O26
The incidence of HIV-associated multicentric
Castleman’s disease
J Krell1, A Bazeos2, V Campbell1, V Harding1, J Stebbing1, S Mandalia1,

T Powles2 and M Bower1

1Chelsea and Westminster Hospital, London, UK, 2St Bartholomew’s
Hospital, London, UK

Background: Multicentric Castleman’s disease (MCD) and Kaposi’s

sarcoma (KS) are causally related to infection with human herpesvirus-

8 (HHV-8). In HIV cohorts with access to highly active antiretroviral

therapy (HAART) the incidence of KS is falling; however the incidence of

MCD in this setting has not previously been described.
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Methods: We calculated the incidence of HIV-MCD from a prospective

database of 10,997 HIV patients with 52,035 years of follow up, using

HIV-KS incidence as a control. The incidence in specific time periods

related to the introduction of HAART was calculated.

Results: The event rate for HIV-MCD was 16.3 (95% confidence interval

(CI): 10.2-24.2) per 10,000 patient years of follow up. The incidence of

HIV-MCD in the pre-HAART (1983–1996), initial HAART (1997–2001)

and HAART (2002–2007) eras were 2.3 (95% CI: 0.1-12.8), 11.1 (95% CI:

3.6-26.0) and 31.3 (95% CI: 18.2-50.1) respectively, representing a

statistically significant increase over time (P < 0.05). This incidence was

not related to the degree of immunosuppression, the duration of HIV

infection, gender, prior AIDS or HAART use. This is in contrast to the

incidence of KS, which was commoner in men, fell dramatically with

HAART and decreased with improved immune function.

Conclusions: Unlike KS, the incidence of HIV-MCD does not

appear related to the degree of immunosuppression or gender. The

incidence of HIV-MCD is increasing, and this rise is not related to HAART

use.

O27
Effect of PD1.3 single nucleotide polymorphism on CD4
and CD3 T cell counts in HAART-treated chronic HIV-1+
patients
G Rosignoli1, N Liptrott2, N Imami1, M Bower1, F Gotch1 and A Owen2

1Dept. of Immunology, Chelsea and Westminster Hospital, London, UK,
2Pharmacology Group HIV, The University of Liverpool, Liverpool, UK

Background: PD-1 and PD-L1 are negative regulators of T-cell activity,

their expression has been linked to T-cell anergy and exhaustion. PD-1.3

is a single nucleotide polymorphism (SNP) which has been linked to

autoimmune diseases such as systemic lupus erythematosis. In this study

we have investigated the correlation between the presence of the PD-1.3

SNP and various immunological parameters.

Methods: PBMC from 76 HAART treated chronic HIV-1 patients were

collected and genomic DNA was ecxtracted genotyping was carried

out using a RT allelic discrimination assay. In parallel PD-1 and PD-L1

expression levels were measured in CD4+ and CD8+ T-cell by

flow cytometry and peripheral blood lymphocyte counts were carried

out.

Results: Of the 76 patients 14 were heterozygous (Het) carriers of the

PD-1.3 SNP and 62 were wild type (WT) for this allele. The median CD3

count in the WT group was 1110 (IQR 789-1492) and 1376 (IQR 923-

2516) in the Het, the median CD4 count was 312 (IQR 176-476) for the

WT and 552 (IQR 229-806) in the Het group. A significantly higher CD3

(P = 0.0410) and CD4 (P = 0.0466) T-cell count was observed in the

PD-1.3 Het group compared to the WT. Overall no statistically

significant difference was found between the two groups for PD-1

and PD-L1 expression in both CD8 and CD4 between Heterozygus and

Wild type.

Conclusions: The presence of the PD-1.3 allele is associated with higher

CD3 and CD4 T cell counts in chronically infected HIV-1 patients

suggesting that this polymorphism influences the PD-1/PD-L1 pathway

and confers protection to CD4 and CD3 T cells.

O28
Intensive care admission and outcome in relation to CD4
count in patients infected with the human
immunodeficiency virus (HIV) in the era of highly
active antiretroviral therapy: a single-centre survey
L Turtle1, R Vyakernam2, G Davies1, M Nelson2 and N Soni2

1Royal Liverpool University Hospital, Liverpool, UK, 2Chelsea and
Westminster Hospital, London, UK

Background: Since the advent of highly active antiretroviral therapy

(HAART) prognosis of advanced HIV infection is now much improved.

Data from the pre-HAART era showed that survival from critical illness

was related to CD4 count in HIV+ patients. We hypothesized that since

the advent of HAART CD4 count would be unrelated to outcome

following intensive care unit (ICU) admission.

Methods: All HIV+ patients admitted to ICU at a single centre

between April 2001 and April 2006 were included. Follow up was until

April 2007. Demographics, clinical details, HIV viral load and CD4

count were collected retrospectively. Data were analyzed using Stata

10 software.

Results: Forty three patients were admitted during the study period.

Common reasons for admission were respiratory illness, 15 patients

(34.9%); sepsis, 12 patients (27.9%); neurological illness, 4 patients

(9.3%) and gastrointestinal illness, 4 patients (9.3%). Twenty seven

patients (62.7%) were admitted for HIV related illness. Median length of

stay on ICU was 6 days. Median CD4 counts were 100 (HIV related

illness) and 177 (HIV unrelated illness). Mortality was 33.3% in ICU,

48.8% in hospital, 60.5% at one year and 67.4% overall. Univariate cox

regression showed no correlation between CD4 count (hazard ratio (HR)

0.999, 95% CI 0.998-1.001, P = 0.77) or HIV related illness (HR 1.62,

95% CI 0.74-3.54, P = 0.22) and mortality, nor between multiple other

variables, including age. Correlation of APACHE II with mortality

approached statistical significance (HR 1.04, 95% CI 0.99-1.09,

P = 0.08).

Conclusions: The CD4 count no longer informs the decision of patient

suitability for intensive care since the advent of HAART. These

decisions should be based on patient wishes and conventional

assessment tools.

O29
Characteristics and outcomes of HIV-infected patients
admitted to an inner London Intensive Care Unit
E Hamlyn, S Bhatt, P Gruber, L Campbell, V Metaxa, C Pahl and M Poulton

King’s College Hospital, London, UK

Background: Studies indicate improved outcomes for HIV infected

patients admitted to the Intensive Care Unit (ICU) which may be

independent of the use of antiretrovirals (ARV). We describe the

characteristics and outcomes of HIV infected patients admitted to an

inner city ICU.

Methods: Data on demographic, laboratory and ICU parameters, and

hospital course were collected by retrospective case note review of

patients admitted to ICU between 04/2004 and 4/2007.

Results: Two thousand and thirty seven patients were admitted to ICU,

of these 48 (2.4%) were HIV infected and admitted on 58 occasions.

Twenty two (46%) were female, 26 (54%) Black African, seven (14%) gay

men, mean age 40 years (SD 10.4). There were significantly more

intravenous drug users (IVDU) than in the general HIV clinic cohort (17%

versus 5% P = 0.001). Twenty (42%) were newly diagnosed with HIV. 15

patients (31%) were receiving ARV at the time of admission. Median CD4

cell count was 142 cell/mm3 (IQR 12-254). Thirty patients (63%) had an

HIV related cause of hospital admission; 21 of which were AIDS defining.

Median APACHE II score was 24 (IQR 20-29). In-hospital mortality was

48% in HIV infected patients compared to 36% in non HIV infected

patients (P = 0.07). On univariate analysis, factors associated with

mortality included: higher APACHE II score (OR 1.08/unit increase,

P = 0.04), platelet count <100 (OR 4.4, P = 0.003), high creatinine (OR

4.2 95%, P = 0.02), organ failure >1 (OR 8.75, P = 0.012). Absence of

ARV was of borderline significance (OR 3.7, P = 0.05).

Conclusions: Nearly half of HIV infected patients admitted to ICU were

newly diagnosed highlighting the problems associated with late

presentation. A higher proportion of IVDU were admitted compared to

the general HIV clinic population. Mortality was not significantly higher

than in non HIV infected patients.
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O30
Association between adverse events and mortality: a
validation analysis
C Sabin1, L Bansi1, M Nelson2 and C Leen3, UK CHIC Steering Committee1

1Royal Free and University College Medical School, London, UK, 2Chelsea
and Westminster Foundation Trust, London, UK, 3Western General, NHS
Lothian, Edinburgh, UK

Background: Recent published findings indicate that patients with

laboratory abnormalities are at increased risk of mortality. However,

these results were based on cross-sectional analyses and did not take

account of the fact that toxicities may change in an individual over time.

Using data from the UK CHIC Study, we wished to validate these analyses

using time-updated laboratory scores.

Methods: Abnormal values of toxicity markers (haemoglobin, lactate,

amylase, creatinine, urate, ALT, AST, bilirubin) were scored according to

severity using the Table for Grading Severity of Adult Adverse

Experiences. Rates of mortality, stratified by laboratory scores (1 = mild,

2 = moderate, 3 = severe, 4 = serious) were calculated and Poisson

regression (adjusted for demographics, CD4 counts, viral loads, HBV/HCV

status, HAART regimen and year at start of HAART) was used to identify

independent factors associated with mortality.

Results: Ten thousand nine hundred and ninty three patients contrib-

uted a total of 39891 person-years (p-yrs) to the analyses. Patients were

mostly male (n = 8690 (79%)), of white ethnicity (7376 (67%)) and

MSM exposure group (6804 (62%)). Patients mainly started HAART with

an NNRTI regimen (6119 (56%)) at a median CD4 count and viral load of

228 cells/mm3 and 28,500 copies/mL. Overall, there were 763 deaths,

resulting in a crude death rate of 1.9/100 p-yrs. Death rates (95% CI) for

laboratory scores 0, 1, 2, 3, >4 were 1.2 (1.0, 1.3), 1.3 (1.1, 1.5), 2.7 (2.3,

3.1), 5.6 (4.5, 6.6) and 15.1 (12.1, 18.2) respectively. In multivariable

analyses, laboratory abnormality score was independently associated

with mortality (RR = 1.54 (95% CI 1.46, 1.61)).

Conclusions: In line with recently published findings, we found that

patients with laboratory abnormalities were at increased risk of mortality

over the short-term.
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Poster Abstracts

P1
OptionE – Evaluation of innovative HIV outpatient
model shows standard of care maintained with fewer
clinic visits and greater satisfaction
KM Coyne, A Kerley, S Mandalia and AG McOwan

Chelsea and Westminster Hospital, London, UK

Background: Clinics need to be accessible to an ever increasing number

of adults living with HIV. We devised a model of care based on nurse-led

review and phlebotomy. Results are reviewed by a doctor and patients

notified by email. Information can be sent via web links or attachments,

and patients can also make a doctor’s appointment at any time. Patients

are suitable for OptionE if they are stable on or off antiretroviral therapy

with no unresolved medical issues.

Methods: A retrospective case note review was performed of the first

100 patients enrolled on OptionE. Data regarding demographics, hepatitis

B and C testing, virological failure and adherence assessment was

compared to the general clinic cohort. Patients completed questionnaires

about their satisfaction with clinical care at time on enrolling with

OptionE and at least 12 months later. The two responses were compared

and kappa statistics calculated.

Results: Patients registering with OptionE did not differ from the general

clinic cohort in gender or ethnicity but were significantly older

(P < 0.001). Seventy three percent were on antiretroviral therapy and

most opted for home delivery of medications. After 12 months 84%

continued with OptionE. There were no virological failures. All patients

had an annual adherence assessment and hepatitis B and C testing were

significantly better than in general clinic (P < 0.001). OptionE attenders

made a mean of 3.1 fewer clinic visits per year, and spent shorter time

periods in clinic. They reported increased satisfaction with obtaining test

results and medication, and said it was easier to access appointments.

Discussion: OptionE increases patient choice and satisfaction, and

reduces clinic visits. Our study suggests that clinical care is not

compromised.

P2*
Understanding the barriers to GP involvement in the
care of patients with HIV – the GP perspective: a
questionnaire-based study
H Defty1, A Cressey2, H Smith1, Y Gilleece2, N Perry2 and M Fisher2

1Brighton and Sussex Medical School (BSMS), Brighton, UK, 2Royal
Sussex County Hospital, Brighton, UK

Background: Patients with HIV have typically received the majority of

health care in secondary care. Policy recommendations, such as

Standards for HIV Care (BHIVA, 2007), encourage increased General

Practitioner (GP) involvement. Research suggests that GPs perceive

significant barriers to managing patients with HIV but has been pre-

HAART. It is important, therefore, to re-investigate GPs’ views in the

post-HAART era.

Aims/objectives: To investigate GPs’ perceptions of barriers to their

involvement in managing HIV patients.

Methods: Following piloting, a postal questionnaire of all GPs in the

local PCT. Measures included: perceived barriers to caring for patients

with HIV, number of HIV patients, HIV education and interest in

increased involvement.

Results: Response rate was 71% (124/174). 88% (109) of respondents

had treated >10 patients and 61% (76) had attended a specific HIV

training course. Most common barriers included inadequate knowledge

of anti-HIV medications (79%), side-effects (72%) and interactions

(46%). Cost (54%) and inadequacies in training (43%), knowledge

(36%), experience (44%) and communication with secondary care

(34%) were also identified. A third of GPs were interested in taking on

more HIV care in the future but always excluding antiretroviral

therapy.

Conclusions and Discussion: GPs still perceive significant barriers to

their involvement in the management of patients with HIV. As patients

with HIV age and experience co-morbidities, to increase GP involve-

ment it may be best to involve specific interested GPs predominantly

and to introduce effective interventions, such as specific training-

updates.

*Data from Abstracts O6 and P2 merged into one oral presentation and

no poster will be displayed at the conference.

P3
Clinical mentoring: a fast way to address the shortage of
trained health workers for successful ART scale-up in
resource-limited settings
S Aggett1, M Nelson2, M Charles1, B Boyle3 and R Mair1

1International Centre for Equal Healthcare Access (UK), London, UK,
2Chelsea and Westminster Hospital, London, UK, 3Weill Medical College
of Cornell University, New York, USA

Background: Although HIV/AIDS treatment programs with affordable

antiretroviral medications (ARVs) are now in place in many developing

countries, the implementation of successful treatment programs has

been severely hampered by the lack of local health workers who are

trained in both clinical HIV/AIDS care and operational clinic manage-

ment. Western doctors and nurses providing hands-on clinical mentoring

to local providers are an invaluable resource to rapidly create systems for

sustainable HIV care.

Methods: In ICEHA’s HIV clinical mentoring programs, assessments of

local health providers’ skills and the existing clinic systems are conducted

at the beginning and end of mentor assignments using validated 4-point

scales to determine change over time.

Results: Between 09/2004 and 11/2007, ICEHA provided clinical

mentoring and HIV training to 1350 healthcare workers across 10

countries in Asia, Africa and Latin America resulting in HIV care for

tens of thousands of patients in areas where no care existed

previously. As a result of these programs, the ability of local caregivers

to select patients for ART and to administer ART was optimized as was

their knowledge of medication adherence, ability to provide pre and

post test counselling, skills to conduct patient exams, and ability to

coordinate optimal clinical management (including clinic flow and

patient record systems).

Conclusions: Clinical mentoring, in collaboration with national govern-

ment HIV/AIDS programs, has a dramatic impact on improving the

clinical skills and knowledge of local providers in developing counties.

This creates sustainable patient care and enables clinics to manage

increasing numbers of patients on treatment with existing healthcare

staff.
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P4
Improving access to HIV testing by a screening
programme in abortion clinics
KJ Adams1, E Morris2, A Newton3, R Meigh4, H Thaker1 and K Guthrie2

1Infectious Diseases Department, Hull and East Yorkshire Hospitals NHS
Trust, UK, 2Gynaecology Department, Hull and East Yorkshire Hospitals
NHS Trust, UK, 3Public Health Department, East Yorkshire and
Humberside, UK, 4Virology Department, Hull and East Yorkshire Hospitals
NHS Trust, UK

Background: It is estimated that between a third and half of people

living with HIV are unaware of their diagnosis. In 2007 there was much

debate about normalisation of HIV testing in an attempt to reach these

people. Following on from this and also as a result of a marked increase

in antenatal detection of HIV locally, the Health Protection Unit felt it

appropriate to offer HIV screening to women attending for abortions in

the Hull and East Yorkshire Trust. After running educational sessions for

the Gynaecology Department an opt-in screening programme was set up

in June 2007. Hull is a relatively socially deprived area, with high teenage

pregnancy rates but relatively low HIV rates making it an interesting

setting for such a programme.

Methods: Demographic data, information on take up of HIV screening or

reasons for refusing screening were all collected prospectively. This data

was analysed after the first 6 months.

Results: A total of 768 women were seen in the abortion service. The

take up of screening improved throughout the six month period from

43% to 89%. The initial low take up was in part due to staff inhibitions

about talking about HIV. This was improved by an ongoing education and

support programme for staff. Only 1 woman was found to be HIV

positive. Women refusing testing tended to be older, in stable

relationships or had recently been screened antenatally. Without the

added incentive of the baby, women would often refuse testing if they

didn’t feel they had put themselves at risk.

Conclusions: As far we are aware we are one of only very few units

offering such a programme. Despite initial problems with introducing HIV

screening into an area where it is not usually discussed we have shown

that it is possible to run a successful programme. Our findings have

implications for future screening programmes in clincal areas where HIV

isn’t usually broached.

P5
In Eastern Uganda training in post-exposure prophylaxis
(PEP) after occupational exposure to HIV produced
significant improvements in practice and improved links
between HIV units to allow better practice to extend
throughout the region
JSO Obbo1, P Olupot-Olupot1, J Balyejjusa1 and J Meadway2

1Mbale Regional Referral Hospital, Mbale, Uganda, 2MforM-Africa,
London, UK

Introduction: In Uganda there is a high risk that any sharps injury to

hospital staff will be from an HIV-infected patient. We assessed PEP

practice in hospitals and clinics in Eastern Uganda before and one year

after training led by UK clinicians.

Methods: In 2006, 28 clinicians from the Regional Referral Hospital

(RRH) and other hospitals and health care units throughout the region

attended a 4 day HIV Update Course funded by a UK charity. An

interactive session on PEP was used to establish current practice and to

give information; other sessions were on antiretrovirals (ARVs) and on

confidentiality. In 2007 at a second course participants completed a

questionnaire about PEP before a further interactive session.

Results: In 2006 no hospital or unit had a written procedure for PEP, a

confidential testing system for staff or ready availability of PEP. All

in-patient units and most out-patient units had access only to first-line

ARVs in a fixed-dose combination containing nevirapine. Clinicians were

unaware of the risks of nevirapine for a patient with a normal CD4. In

2007 the RRH had established a team to work on a PEP protocol, and

linked with a nearby HIV unit to provide confidentiality and appropriate

ARVs for its staff. Most course participants remained unaware of PEP

recommendations in Ugandan National Guidelines. Only two identified

three classes of ARVs mentioned for PEP; four could not identify any ARV

used. The RRH were developing a written protocol, PEP pack and staff

training. Course participants planned that the RRH protocol would

become a model for units in the region.

Conclusions: National Guidelines for PEP are not being followed in

regions of Uganda. Training sessions for clinicians resulted in significant

changes in practice at the main hospital and links which could extend

improvements throughout the region.

P6
Medico–legal and ethical implications of an accidental
HIV test without consent
K Mohanty

Darlington Memorial Hospital, Darlington, UK

A homosexual male attended the GUM clinic in Darlington for a full STI

screen and after pre test discussion, he declined the HIV test. His partner

was attending the GUM clinic at Newcastle upon Tyne and was HIV

positive. Since he was from Newcastle he preferred to attend there and

have the HIV test. The laboratory made a mistake in carrying out the HIV

test which turned out to be positive. This is a common mistake. The

problem was how to proceed to handle the case from this point onwards in

view of medico-legal and ethical considerations. We sought advice from

the GMC, Medical Defence Union (MDU), Legal department of the Trust and

the matter was discussed in the North-East BASHH meeting. The view of

the doctors at the BASHH meeting was that the patient has the right to

know his positive HIV result and the doctor should share all the

information about the patient truthfully. However the GMC and the MDU

differed. There was no public health interest in this situation and the

confidentiality was paramount. In a sensitive issue like this, information

can not be forced on a patient who does not want it. Their advice was a two

step method. First, tell the patient that the HIV test was done by mistake

and whether he wanted to know the result. If he says ‘No’ the matter ends

there. If he says ‘Yes’ call the patient and after appropriate counselling give

the positive result. The Legal department of the Trust agreed with this.

Conclusions: In a situation where an HIV test is done without consent

the advice of the GMC, MDU and the Legal Department of the Trust

should be sought before taking any further step and the details should be

recorded in the patient’s case notes.

P7
Sexually transmitted infections (STIs) and cervical
cytology screening in women living with HIV/AIDS
(WLHA) attending a combined HIV/GUM clinic in
a UK district general hospital (DGH)
M Ghanem, L Riddell, J Kemp and N Cook

Northamptonshire Healthcare NHS Trust, Northampton, UK

Background: BHIVA guidelines promote optimal sexual health for WLHA.

The aim of this study is to: (1) assess the percentage of WLHA

undergoing syphilis testing in the preceding 6 months and annual

cervical cytology and STI screen (2) measure the percentage of

correspondence with GPs.

Method: Retrospective case note review of the first 175 WLHA seen in

HIV unit between 01/10/2006 and 30/09/2007.

Results: Of the 175 attendees; 68.5% had cervical cytology at the

combined HIV/GUM clinic. Of the 31.5% who had not had cytology in the

clinic; 73% had documented history of cytology performed at colposcopy

clinic, 9% with GP and 18% had hysterectomy or were <25 year old.

Cytology results were available in 100% of case notes. Forty percent of

the studied population had abnormal cytology. CD4 cell count, antiret-

roviral therapy or CDC stage had no effect on the risk of having an
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abnormal smear. STI screen was performed in 68% of women with 20%

declined, 3% DNA and 9% attending colposcopy clinic had not been

offered the screen. Ninety percent of the screens were negative with

4.2% first episode genital HSV, 2.4% HPV, 1.7% chlamydia and1.7% TV

diagnosed. 164/175 (94%) had syphilis serology in the preceding

6 months with 11/175 (6%) having had test in last 12 months. The

positive results were in 12 individuals all of whom had documented

previous syphilis. Majority (98.3%) of WLHA had given permission to

communicate with their GPs and 93% had a letter in the preceding

6 months with the other 7% in the last 12 months.

Conclusions: Combined HIV/GUM clinic in a DGH setting achieved well

against the BHIVA standards with low DNA rate and high level of

communication with GPs. We now perform STIs screen for women under

the care colposcopy clinic.

P8
An audit of the social services support for people living
with HIV in Northern Ireland
S Quah, P Knowles and CLNY Wilson

RMAG Belfast Health and Social Care Trust, Belfast, UK

The aim of the audit was to assess the multi-disciplinary teams (MDT)

co-ordination and referral to available services for people attending the

Regional HIV Clinic, the spectrum of social services accessed by patients

and patient satisfaction with the social workers team. An extended

questionnaire section related to social services was given to patients for

anonymous completion, and a case note review of 50 current cases were

randomly selected. Within the sample, 15% of respondents had current

regular contact with a social worker, 25% current but infrequent contact.

68% of the patient sample had been diagnosed in Northern Ireland, with

the remaining 32% diagnosed outside Northern Ireland. The immigration

status of the sample were 80% United nationals, 8% had indefinite or

limited leave to remain, 6% were other European Union nationals, 4% had

working visas, 2% asylum status, and 2% were over-stayers. 84% used

English as their first language. It is evident that there is a high prevalence

of social difficulties among the cohort of patients, 66% were unwaged

and consequently more likely to be suffering from social/economic

deprivation and poverty. Almost all the patients who were referred to

social work support avail of practical and emotional support for

themselves, their partners and family members. There is evidence of an

integrated community support service, liaison and co-working with

statutory and voluntary agencies in the community.

P9
‘I don’t have fear go die, but I have fear don’t have
money.’ When the health needs of HIV patients are
overshadowed by their social needs
N Friend-du Preez and J Anderson

Centre for the Study of Sexual Health and HIV (CSSHH) Homerton
University Hospital NHS Foundation Trust, London, UK

Background: Despite the support available from external agencies, non-

clinical issues arise repeatedly during HIV consultations. In the era of

highly active antiretroviral therapy (HAART), HIV funding streams are

under pressure to meet drug and laboratory monitoring costs, with fewer

resources available within clinics for other aspects of care.

Methods: As well as an audit of non-clinical problems which arose

during consultations over a 4-week period, in-depth semi-structured

interviews were conducted with 15 HIV-positive patients and 7 members

of staff in the HIV clinic. Thematic analysis of these narratives explored a

range of non-clinical issues that patients bring into the clinic setting,

why this occurs and how these impacts on staff and the service provided.

This study was supported through a BHIVA Research Award.

Results: Results are framed according to Maslow’s Hierarchy of Needs in

which lower level needs must be met first before higher level needs can

be attended to. Higher level needs impact on adherence and help-seeking

behaviour and for many HIV service users, health needs are overshad-

owed by lower level social needs.

Conclusions: Results of this study shed light on practical ways to further

help patients address their non-clinical needs. Despite cuts in HIV

funding, HIV services continue to provide patients with the type of

support they are unable to find elsewhere. Although staff may feel

overwhelmed by the social needs of patients, helping patients to

meet some of these needs provided them with increased job satisfaction.

P10
Comparing the outcome and cost of second-line
2NRTIs + PI, 2NRTIs + 2PIs, 2NRTIs + PI-boosted and
3NRTIs for those who failed on 2NRTIs + NNRTI as
first-line HAART in the UK, 1996-2002
EJ Beck, S Mandalia, M Youle, B Gazzard, for the NPMS-HHC Steering Group

NPMS-HHC Coordinating and Analytic Centre, London, UK

Background: Recent UK analysis demonstrated that people living with HIV

(PLHIV) and starting on 2NRTIs + NNRTIs had a median time to treatment

failure of 13 years compared with other first-line HAART regimens and this

regimen was cost-effective compared with PI containing regimens. This

study investigated those who failed first-line 2NRTIs + NNRTIs and

compared the outcome and cost for 4 second-line HAART regimens.

Methods: A multi-centre prospective open cohort has been collecting

information on the use, cost and outcome of HIV service provision since

1996. Time to regimen failure was adjusted for age, sex, year starting 2nd

line therapy, viral load, CD4 and clinical stage.

Results: Between 1996–2002, 103 PLHIV (36 failed). 36 started on

3NRTIs (10 failed), 35 on 2NRTIs + PI (14 failed), 17 on 2NRTIs + 2PIs (5

failed), 16 on 2NRTIs + PIboosted (7 failed). 22 (46%) failed for

immunological, virological or clinical reasons. Median failure time

[interquartile range] was 385 days [192–577] for 3 NRTIs; 714 days

[357–1071] for 2NRTIs + PI; 710 days [350–1062] for 2NRTIs + 2PIs;

455 days [227–682] for 2NRTIs + PIboosted. Annual cost (2002 prices)

was £12191 for 3NRTIs; £14,015 for 2NRTIs + PI; £18,628 for

2NRTIs + 2PIs and £13,449 for 2NRTIs + PI boosted.

Conclusions: 2NRTIs + PI and 2NRTIs + 2PI had longer time to treat-

ment failure compared to 3NRTIs. Annual cost for 2NRTIs + PI less than

2NRTIs + 2PIs and similar to 3NRTIs. This suggests 2NRTIs + 1PI

acceptable choice for 2nd line HAART. Relatively poor performance of

2NRTIs + PIboosted possibly related to shorter period of follow up

compared with other regimens as only introduced in 2000. In addition,

sample size was small. Await effect of longer periods of follow up and the

introduction of newer antiretrovirals beyond the year 2002.

P11
Developing a framework of best practice for tackling
bloodborne viruses in UK prisons - experience and results
S Johnston, N Douglas and Y Azad

National AIDS Trust, London, UK

Background: In 2004/2005 the National AIDS Trust (NAT) and Prison

Reform Trust conducted a survey of healthcare managers in UK prisons in

response to concerns about inconsistency of BBV prevention, treatment

and care. The results indicated a wide variation in prisons’ responses to

BBVs, with some indicating no services in place. The survey report

recommended the development of a best practice framework on tackling

BBVs in prisons.

Methods: In 2006 NAT established an Expert Working Group to develop

this framework of best practice. The group comprised of prison staff,

union representatives, clinicians, voluntary sector workers, and repre-

sentatives from the Government health departments in the four nations.

A literature review took place and examples of best practice were

gathered. The group made recommendations from their experience which

allowed NAT to develop a comprehensive framework. In April 2007 the

framework was published, copies were sent to all UK prisons, key NHS
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staff and voluntary sector organisations. In January 2008 the framework

was evaluated. Questionnaires were sent to all recipients asking for

feedback on the usefulness of the framework and examples of how it had

been put into practice.

Results: Forty two responses (from 271, 15% response rate) were

received, the majority from prisons. 60% of the prisons who responded

were implementing framework recommendations. 20% had not imple-

mented changes but stated they already followed prison guidance on

BBVs. On average respondents rated the document as ’good’ for ease of

use, clarity of language, accuracy and usefulness. The evaluation

demonstrated the importance of including the target audiences in the

development of comprehensive and achievable recommendations.

P12
Improving high cost antiretroviral drug dispensing: the
impact of a dedicated HIV pharmacy technician
I Stephenson, MJ Wiselka, D Pegg, A Aboo and TW Clarke

University Hospitals Leicester, Leicester, UK

Background: Infectious Diseases supervises inpatient management and

follow-up of all symptomatic HIV adults in Leicester. Repeat antiretro-

viral (ARV) scripts are written during consultation at outpatients, with a

supply issued until the next appointment-typically 3/12. However, as

pharmacy issues ARV drugs in calender pack months, and follow-up appts

are variable (2–12 weeks), and often changed later due to cancellation,

convenience or failure to attend, we note that patients may acquire

’excess’ drug by attending outpatients earlier than anticipated, or from

‘emergency’ scripts issued if running out of drug before their next

appointment. The cumulative effect of excess prescribing may be

considerable.

Methods: We introduced a specialist HIV pharmacy technician to separate

prescription/collection of ARV from clinics, establish a dispensing database

and prevent dispensing of excess drug. We calculated the daily dose of ARV

prescribed per patient per month before and after the technician

appointment, and the total cost of ’excess’ drugs returned at clinic.

Results: £Ninety six thousand of dispensed but unneeded ARV were

returned to pharmacy in the first 5 months after technician appt. Before

the technician, every patient on NNRTI was, on average, dispensed

100.1 days of drug over a 90 day period. This was reduced to 91.8 days

after the technician appt. This is associated with cost saving/avoidance of

£72,000 for first line (NNRTI and NRTI) agents alone.

Conclusion: An HIV specialist pharmacy technician has resulted in

substantial cost avoidance in ARV expenditure.

P13
Influenza vaccination in a large tertiary HIV centre in
the UK
M Mirfenderesky, P Khan, T Fernandez, L Swaden, M Johnson and

S Hopkins

Royal Free Hospital, London, UK

Background: Influenza (IF) in HIV infected individuals is associated with

more prolonged illness, increased rates of hospitalisation and death.

Department of Health recommends an influenza vaccination (IFV) rate of

70% in patients with increased complications from IF. The aim of this

study was to determine the IFV rate at our centre and to determine any

differences in demographics between the IFV and non-IFV groups.

Methods: The IFV rate at the centre was calculated from pharmacy

distribution data. Demographic and HIV data was extracted from a

centralised database and the hospital computerised result system for all

patients that attended between the 01/10/2007 and 31/12/2007.

Statistical analysis was performed using STATA 8.0.

Results: Approximately 2600 HIV+ individuals attended for continuing

care in 2007. Four hundered and seventy five IF vaccines were

administered resulting in an IFV rate of 18%. During the study period,

288/2135(13%) patients received IFV. There were over 6000 attendances

(mean 2.8/patient). No differences in age, sex, ethnicity, CD4 counts or

clinical stage of HIV infection were found between the IFV and non-IFV

groups. IFV was adminstered more frequently to those with a lower viral

load (IFV:7927 cpm; no IFV:25615 cpm; P = 0.001) and on ARV

(IFV:92%; no IFV:86%; P = 0.005).

Conclusions: There were multiple missed IFV opportunities in this HIV

population who attend. Low vaccine uptake, especially in those not on

ARVs or with higher viral loads, may be due to either provider or patient

reservations about vaccine safety or efficacy. We plan to implement a

multimodal educational package to both staff and patients ahead of next

years IFV programme to improve uptake in our centre.

P14
The necessity for improved health systems research in
countries with high HIV prevalence
CS Brown

Royal Free Hospital, London, UK

Background: The WHO Essential Medicines list contains the necessary

highly active antiretroviral therapies (HAART) to effectively manage HIV.

Despite global advocacy to reduce HAART price disparity between

countries a key concern is a lack of health care infrastructure and the

need to overcome social barriers to deliver equitable access to medicines

and professional care. Such health systems research has traditionally

been lacking in high prevalence countries.

Methods: The evidence that high prevalence countries have increasing

health resource inequity and thus need to address health systems

research was evaluated. A combination of resources including the

UNAIDS/WHO online HIV country database; a literature review of HIV

prevalence and access to health care in urban and rural areas; and

progress made on health systems research in high prevalence countries

from the Council on Health Research for Development’s database on

national health policy research were analysed.

Findings: Though much of the literature has focussed on the rise of HIV

in urban environments in many high prevalence countries HIV is causing

return migration to rural areas, further decreasing equity in accessing

services and HAART. Within these countries there is an increasing

mention in current government discourse of the need for health systems

research however this is often not backed up by in depth policy

documents detailing how such research will be conducted.

Conclusions: Further commitment is required from high prevalence

countries to define policies and targets on health systems research to

improve equitable access to HIV care and services. Assistance from health

research organisations and institutional support that will help provide an

enabling environment for such research to be conducted is required.

P15
HIV care of detained asylum seekers in Scotland
C Duncan, WTA Todd, S Dundas and N Kennedy

Area Infectious Diseases Unit, Monklands Hospital, Airdrie, Scotland, UK

Introduction: Since 2000 our unit has been responsible for the ongoing

HIV care of failed asylum seekers detained in a local immigration removal

centre. We aimed to review our experience of providing HIV care to

detained asylum seekers and to identify challenges faced by HIV care

providers.

Methods: Case note review of all detained patients referred for HIV care

from a local immigration removal centre 2000–2007.

Results: Seventeen patients (11 male, 6 female) have been referred. 88%

originated in Sub-Saharan Africa. 53% of patients had only one visit to

our clinic, 2 were removed prior to review. 94% had previously been

reviewed in an HIV clinic in the UK. 53% were on HAART. CD4 count at

diagnosis was available in the case-notes for only 53% (mean

270.6 cells/mL, range 130–485). 65% had no information on baseline

resistance testing. Full treatment history was available for 83%, full

baseline serology for only 35%. 39% had mental health problems. Of

these, one patient experienced post-traumatic stress disorder and one
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had significant malnutrition from a previous self-imposed hunger strike.

One patient (CD4 count 154) was removed prior to commencing PCP

prophylaxis and HAART. Another patient on HAART experienced treat-

ment failure with a low CD4 count and detectable viral load, but was

removed without PCP prophylaxis. New diabetes and positive syphilis

serology were other unresolved issues identified prior to removal. Final

destination was deported (7), transferred (4), released (1), or unknown

(4). One patient continues to be detained.

Discussion: We identified several cases where deportation or transfer to

another removal centre was likely to result in adverse impacts on the HIV

management, physical or mental health of detainees. We identified some

limitations in the basic information available to clinicians.

P16
Identifying patients for cardiovascular risk reduction in
a specialist metabolic clinic
C Stradling and M Roos

Heart of England NHS Trust, Birmingham, UK

Background: A CV risk assessment screening pathway was developed

directing referals to a monthly HIV Metabolic clinic, established by a

specialist physician and dietitian.

Aims: To evaluate validity of CV screening pathway; to examine

appropriateness of referals to metabolic clinic; to assess effect of clinic

interventions in reducing CV risk.

Methods: Retrospective analysis of patients notes attending metabolic

clinic since 2006, with data collected on reason for referral, CV risk pre

and post attendance at MC. This was compared to patient data from the

CVD screening database.

Results: Of the 187 patients screened (16%) 30 (all men) were identified

as high risk for CVD (>20% 10 year risk) but only 12 (23%) were

subsequently referred to metabolic clinic. Of the 48 patients seen in

metabolic clinic, 81% were men, 47% were high risk (>20% 10 year CV

risk), 37% at moderate risk (10–20% 10 year CV risk). Referral route was

primarily via the screening process or because patients were already on

statins. Only 10% were referred inappropriately due to hyperlipidaemia

rather than CV risk. The mean change in CV risk from before attending

metabolic clinic to after interventions was )1.6%.

Conclusions: This audit suggests that a specialist HIV metabolic clinic

can be effective in reducing CV risk. The screening process facilitates

appropriate referals, but the delay between identification of risk and

referal to MC requires addressing. It may be due to interim lifestyle

intervention appointments and attempting to sychronise patient clinic

visits. Revisions are proposed to the pathway for CV screening and risk

modification to enable future optimal management.

P17
Once-daily and twice-daily lopinavir/ritonavir-based
regimens provide similar virologic response through
48 weeks: results of a meta-analysis
M King, L Fredrick, B da Silva, T Podsadecki and B Bernstein

Abbott, Abbott Park, IL, USA

Background: Several studies of once-daily (QD) versus twice-daily (BID)

lopinavir/ritonavir (LPV/r)-based regimens in antiretroviral (ARV)-naive

subjects have been completed, with apparently inconsistent results. We

sought to synthesize results across studies via meta-analysis.

Methods: We identified 5 studies (total n = 1531) assessing efficacy of

LPV/r QD versus BID for at least 48 weeks in ARV-naive subjects: studies

056 (n = 38), 418 (n = 190), A5073 (n = 320), ARTEMIS (n = 319), and

730 (n = 664). Four of 5 studies (all but A5073) had data available for a

meta-analysis of the intent-to-treat (ITT) proportion with HIV-1 viral

load (VL) <50 c/mL at 48 weeks. Four of 5 studies (all but ARTEMIS) had

data allowing assessment of time to virologic rebound >200 c/mL.

Results: The differences in week 48 ITT response (<50 c/mL) rates (QD

minus BID) and 95% CIs for each study were: 056:-5% (-32% to 21%);

418:6% (-7% to 20%); 730:1% (-5% to 8%); ARTEMIS: -9% (-23% to

4%). The combined estimate (95% CI) from the meta-analysis (n = 1211

subjects in 4 studies) was 0.1% (-5% to 5%). In the subset with baseline

VL >100,000 copies/mL (n = 547), the corresponding meta-analysis

estimate (95% CI) was similar: 0.3% (-8% to 8%). In the meta-analysis

of time to confirmed virologic rebound >200 c/mL (n = 1212 subjects in

4 studies), the combined estimate of the hazard ratio and 95% CI (values

>1 favor QD) was 0.94 (0.65, 1.36) (P = 0.75). In the subset with baseline

VL >100,000 c/mL (n = 601), the corresponding estimate was 1.10 (0.4,

3.07) (P = 0.85).

Conclusions: A meta-analysis of over 1500 ARV-naive subjects indicated

that virologic response through 48 weeks, as measured by 2 different

endpoints, is similar between QD and BID LPV/r-based regimens and is

independent of baseline viral load.

P18
Treatment experience with etravirine and optimised
background regimen: 24-week data from a single
centre cohort
C Scott, R Jogiya, A Teague, M Bower, B Gazzard and M Nelson

Chelsea and Westminster Healthcare NHS Foundation Trust, London, UK

Background: Etravirine (ETV) is a next generation non-nucleoside

reverse transcriptase inhibitor (NNRTI) which demonstrates activity

against both wild type HIV-1 and NNRTI resistant virus. We present week

24 responses in our patient cohort.

Methods: Patients eligible for ETV expanded access program (EAP) were

heavily pre-treated. Patients received ETV 200 mg bd plus OBR. OBR

consisted of reverse transcriptase inhibitors ± protease inhibi-

tors ± entry/fusion inhibitors ± integrase inhibitors. Baseline patient

characteristics were analysed. CD4 cell count and viral load where

measured at baseline, 12 and 24 weeks.

Results: 36 patients were enrolled into the EAP. 32/36 completed to

week 24. 4 patients were lost to follow up. Median (range) baseline

characteristics included CD4: 208 cells/mm3 (27–707), viral load:

7205 copies/mL (<50–500,000), drugs in OBR: 3 (1–4). 24/36 patients

used daruvanir, 15/36 raltegravir, 1/36 maraviroc and 1/36 enfuvirtide in

OBR. 10/36 patients used ETV with nucleoside analogues alone. The mean

(range) of NNRTI resistance associated mutations in the cohort = 1 (0–

4). Mean (range) of ETV resistance associated mutations of patients in

cohort = 1 (0–3). After 24 weeks therapy: median CD4 cell count

increase and viral load decrease were 70 cell/mm3 and 2.37 log10 cop-

ies/mL respectively. 19/23 patients experienced >2log10 decrease in viral

load from baseline after 24 weeks. 27/36 (75%) patients had VL < 50

copies/mL at 24 weeks.

Conclusions: ETV is well tolerated and in combination with new novel

anti-retroviral agents is a successful therapy in treatment experienced

patients.

P19
A single centre cohort experience with darunavir/
ritonavir (DRV/r) (600 mg/100 mg) and optimised
background regimen in clinical practive
C Scott, R Jogiya, A Teague, M Bower, B Gazzard and M Nelson

Chelsea and Westminster Healthcare NHS Foundation Trust, London, UK

Background: Darunavir (DRV) is a novel non-peptidic protease inhibitor

(PI) with activity against HIV-1 protease inhibitor resistant virus when

boosted with low dose ritonavir.

Methods: This study prospectively followed an established cohort of

treatment experienced patients who received DRV/r 600/100 mg bd plus

an optimised background regimen (OBR). OBR consisted of reverse

transcriptase inhibitors ± PIs ± entry inhibitors ± integrase inhibitors.

Baseline demographics, previous treatment experience and resistance

tests were analysed. CD4 count and viral load where measured at

baseline, 0, 12, 24, 36 and 48 week intervals.
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Results: 80 patients commenced DRV/r + OBR. All patients were heavily

pre-treated with triple class experience. Reasons for DRV utilization were

virological failure on current regimen: 62/80 and rationalisation of

current treatment with VL < 50:18/80. Baseline median characterics

(range): CD4 count = 225 cells/mm3 (10-951), VL = 10201 copies/mL

(<50–500,000), number of drugs in OBR = 3 (0–5), previous ARV

combinations = 11 (1–24) major PI mutations = 3 (0–7), minor PI

mutations = 2 (0–7), DRV mutation score = 25 (0–63). Data were

available for 42 patients up to 48 weeks of follow up. At week 48,

median CD4 count increase and viral load reduction was 66 cells/mm3

and 2.31 log10 copies/mL respectively. Only 3/42 patients discontinued

treatment: drug intolerance (2) death from lymphoma (1). One patient

was lost to follow up. 32/42 (76%) had VL < 50 copies at week 48.

Conclusions: DRV has shown impressive activity against protease

resistant HIV in normal clinical practice and is well tolerated.

P20
The prevalence of viral suppression in HIV patients on
ART at a District General Hospital
M Sethupathi, W Simukonda, K Yoganathan and C Williams

Singleton Hospital, Swansea NHS Trust, Swansea, UK

Background: The goal of antiretroviral therapy (ART) is to achieve viral

suppression which is an important prognostic marker in an HIV disease.

Several studies reported viral suppression varying from 55% to 95% and

decreases with time. The primary objective is to find out the prevalence

of viral suppression at this centre. The secondary objectives are to find

out the common combination of ART used and the duration of viral

suppression.

Method: A retrospective study of HIV patients who attended at this

centre till December 2007, was assessed for the prevalence of viral

suppression (<400 copies) after being on ART for >3 months since1996.

Result: This study identified 249 patients. 171 (68.6%) patients were on

ART for >3 months. 123 patients were on first line, 45 on second line and

three on salvage (>4 ART) treatment. 161 (94.1%) patients achieved viral

suppression. Three late presenters died. One developed resistance.

Another patient lives abroad and attends infrequently. Five patients

stopped treatment on their own accord. 83 (48.5%) patients who

achieved viral suppression were on ART for >5 years. 95 (55.5%) patients

were on abacavir and lamivudine twice a day regimen. One twenty (70%)

patients were on NNRTI regimens and 51 patients (30%) were on PI

based regimens and 44 (86.2%) of those were on atazanavir.

Conclusions: Our study demonstrated a high prevalence (94.1%) of viral

suppression. The most common NRTI backbone was abacavir and

lamivudine twice a day and combined mainly with NNRTI. The most

common PI was atazanavir in our cohort.

P21
A standard virtual clinic
B Marett, L Garvey, L Rubinstein and N Mackie

Jefferiss Wing, St Mary’s Hospital, London, UK

Aims and objectives: HIV care is complex and rapidly developing. BHIVA

standards for HIV clinical care suggest specialist review of patients with

detectable viremia and/or drug resistance. A monthly ‘virtual clinic’ (VC)

has been in place since 1999 in order to provide optimal clinical care.

Referrals and outcomes were audited.

Methods: Patients referred to the VC over a 6-month period from

February to July 2007 were assessed. Reasons for referral and any

subsequent interventions and outcomes were analysed.

Results: 59 patients were referred to the VC in the study period. The

majority of the patients were extensively treatment experienced,

although the level of immune suppression was diverse. Median CD4

count and median HIV-1 RNA viral load (VL) were 260 (0–800) cells/mL

and 1474 (<50–500,000) copies/mL. Demographics will be presented.

Reasons for referral were detectable viremia with documented mutations

associated with resistance 31/59 (53%), low level viremia (VL < 1000)

13/59 (22%), toxicity or tolerability concerns 9/59 (15%), adherence 4/

59 (7%) and immuno-virological discordance 2/59 (3%). Of those with

detectable viremia or known resistance 39/44 (87%) were referred within

3 months of viremia or within 6 weeks since resistance test. Interven-

tions recommended included CART changes, adherence support and

therapeutic drug monitoring. Recommendations made at the VC were

adhered to in the majority of patients.

Conclusion: The clinical caseload at the VC is significant and demanding.

The majority of patients were seen within 6 weeks of a resistance test or

within 3 months of repeat VL >400 as recommended in the recent BHIVA

standards document. The VC has now expanded to 3 sessions a month.

P22
An audit on efavirenz prescribing in women of child-
bearing potential attending an HIV unit
MS Abu Bakar1, S Surah1, F Lyons2, L Hurley1 and A de Ruiter1

1Guy’s and St Thomas’ Hospitals NHS Foundation Trust, London, UK,
2St James’ Hospital, Dublin, Ireland

Background: The teratogenic effect of efavirenz (EFV) has been of

concern since the findings of congenital malformations in a study of

cynomolgus monkey although its effect in humans remains uncertain.

Retrospective reports in humans have resulted in EFV being reclassified

as FDA category D, but prospective reports from the Antiretroviral

pregnancy registry show no increased risk of birth defect. This audit was

undertaken to determine if women of child bearing potential prescribed

EFV were counselled appropriately regarding the potential risk.

Methods: Case notes review of women commencing EFV between

February 2005 and February 2006. A total of 121 patients was identified.

76 case notes were reviewed. 2 patients who had commenced EFV

elsewhere and 5 aged > 55 years were excluded, leaving 69 women, 57

of whom were receiving EFV as first-line therapy. 66 (89.1%) were of

black African origin. Median age was 41. Documented data showed that

only 10 (13.1%) had a discussion regarding the potential for fetal

malformations; 18 (23.6%) current or future pregnancy plan; 21 (30.4%)

on condom use; 18 (23.6%) contraceptive issues or options and 7

(0.09%) on the use emergency contraception. No condoms were

documented as being offered. 7 had LMP noted prior to therapy and 1

had a pregnancy test. 3 patients discontinued EFV as they planned to

conceive. 3 other patients conceived on therapy of whom 2 were

unplanned pregnancies with no prior documented discussion of contra-

ception or pregnancy. Both chose for termination. The third patient who

had planned the pregnancy had a healthy baby.

Conclusions: Documentation regarding the reproductive issues related

to EFV was poor. Women of child bearing potential should be

appropriately counselled with clear documentation regarding contracep-

tive and pregnancy related issues before EFV therapy.

P23
Use of raltegravir for a group of patients with wide
range mutations against anti-retroviral agents; report
on the first nine patients
K Manavi

University Hospital Birmingham, Birmingham, UK

Background: Raltegravir is the first integrase inhibitor licensed for

clinical use. Its potency has made successful treatment of patients with

extensive resistance to most anti-retroviral agents possible. The aim of

the present report was to investigate the treatment outcome of patients

commenced on this agent before confirmation of its license in the UK.

Methods: Patients commenced on raltegravir as part of their salvage

regime were followed up for the outcome of their treatment in a GUM

Department.

Results: Nine patients had been started on raltegravir based regimes

since September 2007. At baseline five patients had CD4 <200 cells/mm3,
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and seven had viral load (VL) >40 copies/mL. Resistance to more than two

drugs in each group of NRTI, NNRTI and PI was documented amongst nine,

four, and five patients respectively. Resistance to enfuvirtide was

documented in two patients. Raltegravir regimes contained darunavir,

and etravirine in five patients. After a median of 87 (IQR: 42-113) days

seven (77%) patients had VL <40 copies/mL, and CD4 >200 cells/mm3.

One patient had viral load of 160 copies/mL. Viral load in one patient with

poor adherence remained more than 30,000 copies/mL.

Conclusion: Raltegravir based regimes have proved to be highly

successful in achieving full HIV viral suppression amongst patients with

extensive resistance profile in short term.

P24
Simplified HAART (Kaletra in mono and dual therapy) –
a retrospective review (the KIMODO study)
L Waters1, M Youle2, J Boorman3, J van Wyk3 and M Norton4

1Chelsea and Westminster Hospital, London, UK, 2Royal Free Hospital,
London, UK, 3Abbott Laboratories, Maidenhead, UK, 4Abbott Park, Illinois,
USA

Background: Simplified drug therapy, specifically a boosted PI as part of

mono or dual therapy, might decrease toxicity, drug cost, pill burden,

drug-drug interactions as well as improve adherence.

Methods: Multi-centre retrospective chart review of lopinavir/ritonavir

(LPV/r) based therapy. Patients received LPV/r as monotherapy or with

one additional ARV agent. Data collection period 2001–2006. Primary

objective was percentage of patients suppressing viral replication or

maintaining virologic suppression (<50). Virologic failure (VF) post-

simplification defined as inability to suppress VL or consecutive VL

measurements >400 after suppression. Secondary objectives included

CD4 changes and mutation development on VF.

Results: One thirty one subjects from 7 UK sites. Baseline (BL): median

CD4 310; VL <50–50%, h/o CDC category C-32%; 21 patients (17%) had

primary PI mutations. Fifty two patients simplified to monotherapy, 70 to

dual therapy and 9 had periods of both. Reasons for change: toxicity

31%, lack of efficacy 15%, resistance 13%, adherence 8%, other 68%.

Median time on simplified therapy 16.7 months. Thirty two patients

(24.4%) changed from simplified therapy during study [10 (19%)

monotherapy, 20 (29%) dual therapy]. At last visit 79.4% with VL <50

(76.9% monotherapy, 80% dual-therapy). Median CD4 increase 130.

Sixteen (12.2%) patients reached VF [monotherapy 7 (13.4%), dual-

therapy 9 (12.8%)]. Four patients with VF and genotypic information

exhibited new mutations compared with BL (1 PI, 2 NNRTI, 3 NRTI).

Conclusions: In routine clinical practice, some patients receive treat-

ment with <3 drug therapy including LPV/r. In KIMODO reasons for

simplification were variable. Overall efficacy improved in patients who

switched therapy, however cases of resistance and VF were observed.

P25
Efficacy and safety of once-daily atazanavir/ritonavir
(ATV/r) compared to twice-daily lopinavir/ritonavir
(LPV/r), each in combination with tenofovir (TDF) and
emtricitabine (FTC), in antiretroviral (ARV) naive HIV-1
infected subjects. The CASTLE study (AI424-138)
48 week results
G Moyle, on behalf of the CASTLE study group

Chelsea and Westminster Hospital, London, UK

Background: ATV/r is as effective as LPV/r with more favourable GI and

lipid profiles in treatment-experienced HIV-infected patients.

Methods: CASTLE is a randomised, open-label, multicentre, ongoing 96-

week study to assess non-inferiority (10% margin) of ATV/r 300 mg/

100 mg OD versus LPV/r 400 mg/100 mg BD, both in combination with

fixed-dose TDF 300 mg/FTC 200 mg OD, in treatment-naive patients. The

primary endpoint was the % of patients with HIV RNA <50 c/mL at week

48; planned secondary assessments included % with HIV RNA <400 c/

mL, CD4 count change, and safety.

Results: At week 48, the % of patients with <50 c/mL for ATV/r

(n = 440) and LPV/r (n = 443) were 78% and 76% respectively

(difference estimate 95% CI ATV/r-LPV/r 1.7 (-3.8, 7.1). In patients with

baseline CD4 <50 cells/mL the results were 78% and 63% respectively.

Mean CD4 increases from BL for ATV/r and LPV/r were 203 and 219 cells/

mm3. Fewer patients on ATV/r (2%) than LPV/r (7%) initiated lipid

lowering therapy. The proportion of patients with a TC:HDL ratio >5 at

week 48 was 12% and 20% on ATV/r and LPV/r, respectively. Patients on

ATV/r had a lower incidence of Grade 2-4 treatment-related diarrhoea

(2% versus 11%) and nausea (4% versus 8%) than LPV/r. Grade 3-4 ALT/

AST elevations were low (£2%) in both arms. Discontinuations prior to

week 48 were: ATV/r 9%; LPV/r 13%.

Conclusions: In treatment-naive patients, ATV/r demonstrated similar

efficacy, a lower incidence of GI-related AEs, and a significantly better

lipid profile (TC, TG, non-HDL) compared to LPV/r. In combination with

TDF and FTC, both ATV/r and LPV/r were well tolerated with few

discontinuations through 48 weeks.

P26
Is running a designated clinic for patients commencing
antiretroviral therapy worthwhile?
LJ Garvey, R Weston, K Legg and A Winston

Imperial College, London, UK

Introduction: BHIVA guidelines recommend that all anti-retroviral (ARV)

naı̈ve patients commencing first-line therapy should be informed about

the availability of clinical trials and be given treatment-related

information and adherence support. We introduced a weekly, multi-

disciplinary clinic, named the ‘Pathway Clinic’ for therapy-naı̈ve HIV-1

infected patients commencing ARV receive this specialist input.

Aims: To assess if the introduction of the Pathway Clinic resulted in

changes in clinical practice and greater adherence to BHIVA guidelines.

Methods: Therapy naı̈ve patients commencing ARV therapy during a 2-

month period prior to and post introduction of the Pathway Clinic were

assessed (April–May 07 and Oct–Nov 07, respectively). During these time

periods, similar clinical trails were available.

Results:

Apr/May Oct/Nov

P-value

(Chi squared)

Total number of patients 20 27

Adherence support given to patient 13 (65%) 19 (70%) 0.75

Clinical trial discussed with patient 8 (40%) 15 (56%) 0.38

Entered a therapy naı̈ve clinical trial 4 (20%) 3 (11%) 0.43

Conclusions: Although not statistically significant, greater percentages

of individuals have received adherence support and knowledge surround-

ing clinical trials since the introduction of this multidisciplinary clinic.

P27
Once daily nevirapine with truvada (TDF + FTC; TVD) or
kivexa (ABC + 3TC; KVX): 48 week data – Individual-
ising patient care using an integrated multidisciplinary
(MDT) care pathway with therapeutic drug monitoring
(TDM) and early intervention is associated with optimal
outcomes
C Robertson, A Berry, J Mahungu, C Stradling and S Taylor

Heartlands Hospital, Birmingham, UK

Background: Recent small studies have questioned the virological

efficacy of once daily (OD) nevirapine (NVP) with TDF + 3TC and there
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is a lack of data with truvada or kivexa. We present 48-week data from

patients using these regimens and following our management protocol.

Methods: All patients followed our integrated care pathway. Dose

escalation of NVP was at week 2. NVP TDM was performed at week 4, and

2 weeks after any dose adjustment. A therapeutic range of >3000 and

<8000 ng/mL was used. NVP doses were adjusted according to results.

All patients remained on BD NVP for at least 10 weeks before changing

to OD. Patients were offered the choice of OD or BD NVP. Viral loads were

checked at 4, 8, 12, 24, 36 and 48 weeks.

Results: 39 individuals started NVP with either TVD (n = 30), KVX

(n = 7) or TDF + 3TC (n = 2). 26 patients changed to OD NVP and have

reached 48 weeks. At the time of changing to OD NVP viral load (VL) was

<400 copies/mL in 22/23 (96%) on TVD/TDF + 3TC and in 3/3 (100%) on

KVX. At 48 weeks 26/26 individuals on OD NVP had a viral load of < 40

copies/mL. A further 3 have reached 24 weeks, = <40 copies/mL in 3/

3. Thirty five patients using OD or BD NVP have reached 48 weeks: VL

<50 in 35/35 (100%). Current dosing regimens are NVP 200 mg BD

n = 8, NVP 300 mg BD n = 3, NVP 400 mg BD n = 1, NVP 400 mg

OD n = 18, NVP 500 mg OD n = 1, NVP 600 mg OD n = 5, NVP 800 mg

OD n = 1, NVP 300 mg OD n = 2. There was only 1 case of transient

grade 3 liver toxicity, and no cases of 2 or 4. There were no

discontinuations due to toxicity or virological failure.

Conclusions: Patients taking OD NVP starting with an early intensive

MDT protocol approach, including access to TDM and appropriate dose

adjustment, have excellent therapeutic outcomes. This strengthens the

case for individualised patient care.

P28
Transmitted HIV 1 antiretroviral drug resistance
surveillance in Ireland 2007
CF De Gascun1, S Coughlan1, C Bergin2, C Fleming3, M Horgan4,

S Mc Conkey5, WG Powderly6 and WW Hall1

1National Virus Reference Laboratory, Dublin, Ireland, 2St James’ Hospital
and Dublin HIV Cohort, Dublin, Ireland, 3University College Hospital,
Galway, Ireland, 4Cork University Hospital, Cork, Ireland, 5Beaumont
Hospital and Dublin HIV Cohort, Dublin, Ireland, 6Mater Misericordiae
Hospital, Dublin HIV Cohort and UCD School of Medicine, Dublin, Ireland

Background: Surveillance of transmitted drug resistance (TDR) may

inform both HIV 1 related public health strategies and rational use of

antiretroviral agents by clinicians. There is currently no drug resistance

surveillance programme in Ireland. This study examines whether such a

programme is required.

Methods: Plasma samples were obtained from all patients newly

diagnosed with HIV 1 infection in 2007. HIV 1 protease and reverse

transcriptase regions were sequenced using the Siemens Trugene HIV-1

Genotyping System in the National Virus Reference Laboratory.

Sequences were also analysed by the Stanford HIV genotypic resistance

interpretation algorithm. Significant non-polymorphic resistance muta-

tions were identified as per Shafer et al, (AIDS 2007). Genotypes were

determined by Stanford and NCBI web-based tools.

Results: Two hundred and ninety-nine new serological HIV 1 diagnoses

were identified in the NVRL in 2007. Samples for baseline resistance

testing were received from 231 patients; 42 had viral loads of <1000

copies/mL; 189 were sequenced. Thirteen patients (6.8%, 10 male and 3

female) had 14 resistance mutations identified: 9 NRTI; M184V (2), M41L

(2), D67N (2), T69i, K70R, K219R; and 5 NNRTI; K103N (4) and P225H; no

PI mutations were detected. One patient had dual class resistance;

M184V and K103N. HIV 1 subtypes represented included B (7), F1 (2), C,

CRF02_AG, CRF06_cpx, and one as yet unassigned. Men who have sex

with men (MSM), injection drug users (IDU) and heterosexual acquisition

(HT) groups were equally represented.

Conclusions: HIV 1 TDR in Ireland had a prevalence of 6.8% in 2007

affecting all patient groups. Baseline resistance testing remains cost-

effective (Weinstein, 2001) and a drug resistance surveillance pro-

gramme should be established.

P29
A sustained increase in CD4 count and high proportion
of patients remaining on first line therapy at 36 months
in cohort of Ghanaian patients attending a public HIV
treatment clinic
U Schwab1, P Collini2, J Obeng-Baah3, FS Sarfo3, B Norman3, L Appiah3,

D Chadwick4 and G Bedu-Addo3

1Newcastle University Teaching Hospital, Newcastle, UK, 2University of
Sheffield Medical School, Sheffield, UK, 3Komfo Anokye Teaching
Hospital, Kumasi, Ghana, 4James Cook University Hospital,
Middlesbrough, UK

Background: Due to resource limitations, managing anti-retroviral

therapy [ART] for HIV patients in sub-Saharan Africa is often done with

no viral load or resistance testing to guide therapy switches. We review

the 3 year outcome for a cohort of Ghanaian HIV patients attending a

public clinic.

Methods: Patients starting ART are being followed prospectively. CD4

count [cells/mm3], Haemoglobin [Hb g/dL] body mass index [BMI Kg/m2],

therapy switches (all 3 drugs changed) and rates of immunological failure

[IF] at annual intervals are presented.

Results: Two thirty seven consecutive ART naı̈ve adult patients were

included. Male = 98, mean age = 40, all received 2NRTI + NNRTI/PI.

Mean CD4 counts [number tested] were: pre therapy [pt] = 120 (237),

6 months[m] = 295 (165), 12 m = 358 (189) 24 m = 400 (171)

36 m = 516 (156). The increase was significant at each time point

(P < 0.05). The proportion with CD4 < 200, 200–350 and >350 steadily

improved: pt = 82.3%,16.0%,1.7%; 6 m = 25.5%,45.5%, 29.0%;

12 m = 16.9%, 33.3%,49.7%; 24 m = 11.1%,34.5%,54.4% and

36 m = 6.4%, 20.5%, 74.4% respectively. Mean BMI rose from 21 to

25 and mean Hb increased from 9.7 to 12.0 over the period. Forty three

patients met WHO criteria for IF (6 m = 15 (9.1%), 12 m = 14(7.4%),

24 m = 8 (4.7%) 36 m = 6 (3.8%)). Their pre-therapy CD4 did not differ

from the rest of the group. Eighteen patients switched therapy. 56 had a

single drug substitution (due to side effects/drug interactions). A higher

pre therapy CD4 count and female sex were associated with a reduced

loss to follow up.

Conclusions: Attrition in attendance is the biggest problem, but 2/3

continue to receive therapy, >90% showing a sustained immunological

response. The majority of ART changes are single substitutions. The

reasons for discrepancy in number between those with IF and those that

switched are discussed.

P30
Clinical experience with raltegravir (MK-0518 or
Isentress�), with an optimised background regimen
in highly treatment-experienced patients
A Teague, C Scott, T Youngstein, M Bower, B Gazzard and M Nelson

Chelsea and Westminster Health Care NHS Foundation Trust, London, UK

Background: Raltegravir (RGV) is an integrase inhibitor in development.

An expanded access programme allows its use in treatment-experienced

patients with HIV-1 in combination with other anti-retrovirals.

Methods: We prospectively followed up patients enrolled in the

expanded access programme from Jan‘07. Demographics, genotypic

resistance, prior HAART regimes, optimised background therapy (OBT),

reason for switching to RGV and AEs were recorded. CD4 count and viral

load were recorded at baseline, weeks 4, 8, 12 and 24.

Results: Fifty five individuals received RGV. Thirty due to virological

failure, 25 secondary to toxicity/intolerance with a VL <50 copies/mL (7

switched from enfurvitide (T20), 18 from a PI). All were triple class

experienced; mean no. of prior regimes was 10.16 patients were T20

experienced. As part of the OBT, 29 received boosted darunavir, 29

etravirine, 3 T20 (2 were naı̈ve), 4 maraviroc. Median number of active

drugs was 2. Of the individuals who switched with VL <50, one died of

pre-existing PML and one stopped all HAART due to pre-existing LFT

ª 2008 British HIV Association, HIV Medicine, 9 (Suppl. 1), 10–50

Poster Abstracts 17



abnormalities, the remaining patients all maintained VL < 50 with a

mean change in CD4 count of 34 at week 24. Of the 25 individuals who

received RGV with virological failure, 17 had week 24 data, 16(94%) had

a VL <50 copies/mL with a mean change in CD4 count of 44.

Conclusions: Substitution of a PI/T20 with RGV is a successful strategy

for those individuals no longer tolerant of these drugs. The use of RGV, a

new class of drug, in combination with other active anti-retrovirals leads

to an excellent virological response in highly experienced patients. The

majority of patients reached an undetectable viral load, setting a new

target for individuals in salvage therapy.

P31
The pharmacokinetic profile of darunavir with low-dose
ritonavir (DRV/r) in various multiple-dose regimens over
120 hours
A Jackson1, M Boffito1, G Moyle1, A Hill2, V Sekar3, E Lefebvre4,

M De Pauw5, R Hoetelmans5 and R DeMasi3

1Chelsea and Westminster Hospital, London, UK, 2University of Liverpool,
Liverpool, UK, 3Tibotec Inc, Yardley, PA, USA, 4Janssen-Cillag, Tilburg,
Netherlands, 5Tibotec BVBA, Mechelen, Belgium

Background: The TMC114-C137 trial was a Phase I, open-label, parallel-

group, dose-ranging study designed to determine the steady-state

pharmacokinetics of various multiple-dose regimens of darunavir

co-administered with low-dose ritonavir (DRV/r) with food.

Methods: The study population consisted of 5 panels, each composed of

8 healthy volunteers. During 5 parallel sessions, the volunteers were

treated from Day 1 to 7 with the following DRV/r dose regimens: 400/

100 mg qd, 800/100 mg qd, 1200/100 mg qd, 400/100 mg bid and 800/

100 mg bid. Administration of ritonavir continued until Day 11 of each

session. Steady-state pharmacokinetic profiles of darunavir were deter-

mined up to 120 hours post-dose on Day 7. Short-term safety and

tolerability were also assessed.

Results: The mean DRV plasma trough concentrations (Cmin) for all dosing

regimens exceeded the in-vitro EC50 value for wild-type protease of 55 ng/

mL (corrected for protein binding). Following intake of the 800/100 mg qd

DRV/r dose, DRV concentrations remained above this value for at least 48

hours in all volunteers after the last administered dose. The mean terminal

elimination half-life (t1/2) of DRV with the various dose regimens ranged

from 10.9 –17.2 hours. The majority of AEs (31/34) were grade 1 or 2 in

severity. No dose-response relationship for the incidence of AEs or

laboratory abnormalities was evident with DRV/r treatment.

Conclusions: The 800/100mg qd regimen of DRV/r provides convenient

once-daily dosing and can maintain adequate DRV plasma concentrations

for prolonged periods of time. DRV’s long half-life and suitable exposure are

expected to provide benefits in patients, especially when considering the

challenges of long-term adherence to antiretroviral therapy.

P32
Severe hepatotoxicity associated with Darunavir
J Underwood, A Scourfield, C Bell, V Harding, M Bower and M Nelson

Chelsea and Westminster Foundation Trust Hospital, London, UK

Background: Darunavir is a second generation protease inhibitor. We

report a case of severe hepatitis associated with rapid cessation after

stopping Darunavir. The patient was a 42-year-old man with an 18 year

history of HIV-1 infection, co-infected with hepatitis C (HCV) since 2000.

He had been treated with several regimes including the protease

inhibitors Saquinavir, Ritonavir and Lopinavir. Following a patient

requested treatment interruption, the patient commenced Truvada,

Ritonavir 100 mg OD and Darunavir 900 mg OD (CD4 count 342, viral

load 9192, ALT 69). He was also receiving Valaciclovir 500 mg BD which

had been taking for a number of years. One month later his CD4 count

was 573, his viral load 555 and his ALT 72. Truvada was stopped at the

patient’s request and he continued on Ritonavir/Darunavir as monother-

apy. Four months later he presented to the accident and emergency

department with a 3 day history of malaise, vomiting and upper

abdominal pain. Bilirubin 27 lmol/L, ALT 6090 U/l, AST 10,400 u/L,

prothrombin time 12.2 s. Ultrasound scan of the liver was normal. A

Darunavir serum level taken 35 hours after his last dose was 3800 ng/mL

(estimated minimum trough concentration 1800 ng/mL – 12 hours post

dose). Screening for hepatitis A, B, E, CMV and EBV showed no other viral

cause. The patients’ liver function tests recovered on stopping Darunavir

with his ALT being 1000 four days later, returning to 70 after three

weeks. He was restarted on Truvada, Ritonavir/Atazanavir with no further

hepatic problems.

Conclusion: This case illustrates a probable severe case of Darunavir

hepatotoxicity in a Hepatitis C/HIV infected male. This was not thought

to be a case of IRIS due to the rapidity of normalisation of his liver

function on withholding Darunavir.

P33
Comparison of gastrointestinal adverse events (GI AEs)
of darunavir/ritonavir (DRV/r) and lopinavir/ritonavir
(LPV/r) at Week 48 in ARTEMIS
B Clotet1, C Katlama2, G Hernandez-Martinez3, C Vanden Abeele4,

R DeMasi5 and L Lavreys4

1Hospital Universitari Germans Trias i Pujol, Barcelona, Spain, 2Hôpital de
la Pitié-Salpêtrière, Paris, France, 3Hospital CIMA San Jose, San Jose,
Costa Rica, 4Tibotec BVBA, Mechelen, Belgium, 5Tibotec Inc, Yardley, PA,
USA

Background: GI AEs frequently cause discontinuation in antiretroviral

treatment. DRV/r was shown to be better tolerated in terms of diarrhoea

than control PI. This analysis assessed GI tolerability of DRV/r versus LPV/r

at week 48 in the phase III ARTEMIS trial.

Methods: ARTEMIS compares the long-term efficacy and safety of DRV/r

with LPV/r in treatment-naı̈ve patients. Patients received TDF/FTC plus

DRV/r 800/100 mg qd or LPV/r 800/200 mg total daily dose. Incidence

and severity of AEs and laboratory abnormalities at week 48 were

assessed. Incidences of grade 2–4 GI AEs at least possibly treatment-

related are reported here.

Results: Safety data were collected from 689 patients by week 48 (343

with DRV/r; 346 with LPV/r). DRV/r treatment had a lower overall

incidence of grade 2–4, treatment-related GI AEs than LPV/r treatment

(7% versus 14%). Grade 2–4 treatment-related diarrhoea (4% versus

10%), nausea (2% versus 3%) and abdominal pain (<1% versus 2%) all

occurred less frequently with DRV/r than with LPV/r. One serious

treatment-related GI AE was reported in the DRV/r arm (grade 2 nausea,

probably treatment-related), while two occurred in the LPV/r arm (grade

4 vomiting and grade 4 diarrhoea, both observed in 1 patient and very

likely treatment-related). No patients permanently discontinued treat-

ment due to grade 2–4, treatment-related GI AEs in the DRV/r arm

compared with two patients in the LPV/r arm (1 patient had grade 3

abdominal pain and grade 2 diarrhoea, both probably treatment-related;

another patient had grade 2 diarrhoea, very likely treatment-related).

Conclusions: In ARTEMIS, DRV/r was associated with a significantly

lower risk of treatment-related GI AEs than LPV/r in treatment-naı̈ve

patients at week 48.

P34
Changes in blood pressure and lipids up to week 12 in
patients treated with ART during primary HIV infection
(PHI) and upon ART cessation: SPARTAC trial
S Fidler1, M Fisher2, S Kinloch3, G Ramjee4, D Cooper5 and J Weber1

1Imperial College, London, UK, 2Brighton Hospital, Brighton, UK, 3Royal
Free Hospital, London, UK, 4MRC South Africa, Durban, South Africa,
5University of New S Wales, Sydney, Australia

Background: Long-standing HIV infection and ART-related toxicities are

associated with alterations in lipid metabolism and blood pressure and

confer a significant increased risk of cardiac events.
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Methods: Using data from two ART treatment arms of an ongoing RCT

in PHI, we compare BP and lipid measurements up to 12 weeks of ART

initiation and 12 weeks following its cessation to baseline measured by

changes in LDL:HDL ratio and triglycerides.

Results: Of 192 trial volunteers, 71 (37%) were recruited from Africa, 90

(47%) Europe, 20 (10%) Australia and 11 (6%) Brazil. The majority were

male (61%). At baseline, median (IQR) age was 32 years (25–40), BMI

24 kg/m2 (22–27) systolic/diastolic BP (SBP/DBP) 120 (112–130)/71 (64–

80) mmHg, LDL/HDL ratio 2.2 (1.6–2.8), and triglyceride 89 mg/dl (62–

141). 11 (6%). Randomisation was within a median of 79 days (IQR

60-104) from estimated seroconversion with 182 (95%) receiving a

boosted-PI-containing regimen. There was a significant increase in

triglyceride levels of 5.4 mg/dl (95% CI 2.5–8.4) per week during the first

12 weeks of ART (adj P < 0.001), although the cessation of ART led to a

rapid decrease which returned to pre-treatment levels by 4 weeks after

stopping treatment (median [IQR] change from baseline +1.77 [-26.7 to

+22.2], P=0.87). No change in BP over time post initiation of ART

initiation was observed (adj P = 0.94 and 0.30).

Conclusions: We found a temporary increase in triglyceride levels which

fell to baseline levels following ART cessation, a temporary decrease in

LDL:HDL ratio immediately following the cessation of ART, and no change

in BP. This is the first report of the dynamics of lipid changes with short

course ART in PHI.

P35
Patients’ perceived degree of interference of HAART
therapy in normal life after treatment simplification
to an Atazanavir containing regimen
R Horne1, J Walsh2, J Gatell3, G L’Italien4, V Wirtz4, L Odeshoo4 and

I Villanueva5

1School of Pharmacy, University of London, London, UK, 2St. Mary’s
Hospital, London, UK, 3Clinical Inst. of Med. and Derm. Inf. Dis and AIDS
Units, Barcelona, Spain, 4BMS, Wallingford, CT, USA, 5BMS, Braine
L’Alleud, Belgium

Background: Convenience may impact level of adherence and success of

HAART therapy. In this study the perceived degree of interference in

normal life and adherence to PI-containing HAART regimens in patients

switched to Atazanavir (ATV) were assessed.

Methods: BMS097, a phase IIIb, 48 week, multicentre, open-label,

randomised prospective trial, compared the efficacy and safety of

switching to an ATV-containing regimen versus continuing unmodified

ARV regimen (CPI) in patients on stable PI ± ritonavir-containing HAART

with no previous PI virologic failure. The perceived level of interference

with normal life was assessed using the Modified HAART Intrusiveness

Scale and self-reported adherence using the Modified Medication

Adherence Self-Report Inventory.

Results: Four hundred and seven patients were treated (274 ATV and

133 CPI). Median scores for perceived level of interference (see Table)

were lower in the ATV arm across all observation points. Adherence was

assessed using the M-MASRI questionnaire. Overall, self-reported

adherence was high with no statistically significant differences between

regimens.

ATV (n = 274) CPI (n = 133) P-value

BL 17 18

Week 4 14 17 P < 0.001

Week 12 14 16 P < 0.001

Week 24 14 16 P < 0.001

Week 36 13 15 P < 0.005

Week 48 14 16 P < 0.005

Conclusions: ATV-containing HAART was perceived by patients as less

intrusive in normal life. As expected in this population, reported

adherence was high in both treatment arms.

P36
Contribution of clinical and non-clinical groups to
support adherence to highly active antiretroviral therapy
(HAART) for patients attending a regional HIV centre in
Northern Ireland
A McCourt and S Quay

Belfast Health and Social Care Trust, Belfast, UK

Background: BHIVA guidelines recommend adherence support should be

part of the routine clinical care provided by all healthcare professionals.

We evaluated patients perception of those groups who provided support

to their adherence to HAART and which had the most beneficial

contribution.

Method: A questionnaire was distributed to patients (‡18 years) on

HAART attending routine appointment within the HIV clinic. The

questionnaires were self-reported and anonymous.

Results: There are a number of groups and organisations that can

support patients’ adherence to HAART. The HIV clinic was preceived as

the most important source of adherence support. With patients

indicating that all members of the multidisciplinary clinic team had

contributed to supporting adherence at to HAART at some stage (range

5–90%). However support from family, friends and external organisations

were notably less (range 8–21%). The groups that patients reported as

having the most beneficial contribution to supporting adherence were

HIV doctors, HIV nurses and the HIV pharmacist (31%, 31% and 22%

respectively). Only 9% reported family as being the most important to

supporting their adherence to HAART.

Conclusions: The life-long commitment to taking HAART requires a

multidisciplinary approach between all stakeholders to provide persona-

lised information and education as a part of a framework for self-

management and supporting shared-care decision-making. Patients may

find it difficult to seek that support from family and friends. Nurse

specialists and pharmacists can have a role in coordinating adherence

services.

P37
Description and analysis of outcomes from use of
atazanavir (ATV) in routine clinical practice
RK Lodwick1, MS Youle2, FC Lampe1, CJ Smith1, AN Phillips1 and

MA Johnson2

1Royal Free and University College Medical School, London, UK, 2Royal
Free Hospital, London, UK

Objectives: To examine how ATV has been used in a routine clinical

setting and to describe outcomes from use.

Patients: All patients at a large urban clinic who received ATV from

March 2003 to March 2006 were included.

Results: Of the 341 patients starting ATV, 14 (4.1%) were antiretroviral

naı̈ve, 285 (83.6%) had previously used a PI, of which 113 (39.6%) had

previously virologically failed. At baseline, 208 (63.4%) had a VL £50 c/

mL, median (IQR) CD4 count was 444 (275–632) cells/mm3. Most

patients used ritonavir with ATV (309, 90.6%). The proportion of PI-using

patients on ATV was 14.5% in 2004 and 26.5% in 2005. Of the 208

patients who started ATV with a VL <50 c/mL, 3 experienced virologic

rebound (2 values > 400 c/mL); a failure rate of 1.0 (95% CI 0.2-3.0) per

100 person-years. Of the 110 patients who started with a VL >50 c/mL,

and who had a VL measurement in weeks 16–48, 62% had VL < 400 c/

mL at first measurement in this period while still on ATV. The estimated

proportions continuing ATV by 48 and 96 weeks were 78.7% and 73.8%

respectively. ATV was discontinued by 79 patients, of whom 16 later

restarted, with 21 (26.6%) discontinuations attributed to patient choice,

20 (25.3%) to toxicities, and 9 (11.4%) to virologic failure. Baseline viral

load £50 c/mL was associated with a lower risk of stopping than viral

load >50 copies/mL (hazard ratio 0.35, 95% CI 0.22–0.55). In patients

still on ATV after 24 weeks, median (IQR) CD4 count change was +41
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(-38–+132) cells/mm3 (P < 0.0001) and median (IQR) bilirubin level

change was +27 (+12–+44) lmol/L (P < 0.0001).

Conclusions: An increasing proportion of patients on PI-containing

regimens are taking ATV. Most patients started ATV while virally

suppressed and viral rebound was rare.

P38
The INTENSE study: an intensification strategy of adding
enfuvirtide (ENF) to an oral HAART regimen
A Capetti1, B Clotet2, LE Soto-Ramirez3, L Rowell4, M Salgo5 and

JM Schapiro6

1Luigi Sacco Hospital, Milan, Italy, 2Hospital Universitari Germans Trias i
Pujol and irsiCaixa Foundation, Barcelona, Spain, 3Instituto Nacional de
Ciencias Medicas y Nutricion Salvador Zubiran, Mexico City, Mexico,
4Roche, Welwyn, UK, 5Roche, Nutly, NJ, USA, 6National Hemophilia
Center, Sheba Medical Center, Tel Hashomer, Israel

Background: This study compared the efficacy and safety of induction

with ENF + HAART versus HAART alone and maintenance with

ENF + HAART versus dropping ENF or continuing HAART alone in

participants in whom HAART alone (‡2 active agents) would be adequate.

Methods: Participants with HIV-RNA ‡1,000 copies/mL, CD4+ counts

‡200 cells/mm3 and GSS ‡2 (excluding ENF) were randomized 2:1 to

ENF + HAART or HAART alone and assessed every 4 weeks. Participants

achieving <50 copies/mL on 2 consecutive visits prior to week 24 entered

a maintenance phase in which those receiving ENF + HAART underwent

a second randomization 1:1 to maintain ENF + HAART or to discontinue

ENF; those receiving HAART alone continued. Endpoints included

proportions with <50 copies/mL at week 48.

Results: Of 47 participants (31 ENF + HAART; 16 HAART alone), median

baseline HIV RNA and CD4+ counts were 3.67 log10 copies/mL and

386 cells/mm3, respectively. Baseline GSS were comparable. At 48 weeks,

14/19 (74%) in the original ENF + HAART arm (regardless of second

randomization) versus 4/8 (50%) in the HAART alone arm achieved

<50 copies/mL. During maintenance, 2 participants in the ENF + HAART

arm and 1 in the ENF discontinuation arm had virological failure

(>400 copies/mL on 2 consecutive visits) versus none in the HAART alone

arm. Safety withdrawals (n = 2) in the ENF + HAART arm were due to

pneumonia (non-treatment-related) and death (respiratory failure); 2

nonsafety withdrawals occurred, 1 each in the ENF + HAART and ENF

discontinuation arms.

Conclusions: Although the participant numbers were small, an induc-

tion/maintenance strategy of adding ENF to HAART showed promise in

improving viral responses.

P39
Use of novel boosted protease inhibitors in the heavily
treatment-experienced patient: experience in clinical
practice
LJ Garvey, R Weston, S Portsmouth and A Winston

Imperial College, London, UK

Introduction: The boosted protease inhibitors Tipranavir (TPV) and

Darunavir (DRV) are licensed in heavily treatment-experienced patients,

usually in combination with a nucleoside-containing background regi-

men. Here we review the experience of a London HIV Clinic using these

two drugs.

Aims: To compare virological response, CD4 count, liver function tests

and lipids by week 24 of commencing either boosted TPV or DRV.

Methods: A Pharmacy database identified all patients commencing

either drug between 2005 and 2007, followed by a retrospective case-

note review

Results: Twenty four patients commenced either DRV or TPV during the

study period. There were no significant differences in age, CD4 or HIV VL

at baseline between the 2 groups. 22/24 (92%) had genotypic evidence

of triple-class ARV resistance.

By week 24 DRV/r TPV/r P-value

VL < 50 13/19 (68%) 3/5 (60%) 0.19

Change in CD4 +67.89 +113.33 0.418

VL decrease week 24 (log10) 2.02 1.40 0.887

Change to total cholesterol 0.487 -0.168 0.155

Change to Chol/HDL ratio 0.116 1.196 0.182

Discussion: In this cohort TPV and DRV were well tolerated with high

rates of virological suppression and low toxicity. Although non-

significant more patients on DRV were suppressed to VL <50 copies/

mL. Larger studies will demonstrate if our findings are representative and

sustained longer-term.

P40
Efficacy and tolerability in those switching from
zidovudine/lamivudine (Combivir�) and nevirapine to
abacavir/lamivudine (Kivexa�) and nevirapine in a UK
clinic cohort
V Akyeampong and I Reeves

Barts and the London NHS Trust, London, UK

Background: There is now considerable evidence that switching from

thymidine analogue (TA) to non-TA based highly active anti-retroviral

therapy can reverse lipoatrophy. The aims of this study were to evaluate

efficacy, safety and tolerability in patients switching from Combivir�/

nevirapine to Kivexa�/nevirapine.

Methods: An observational cohort study of stable HIV positive patients

switching from first line therapy of Combivir�/nevirapine to Kivexa�/

nevirapine in a singe clinic. Data collected included HIV RNA and CD4

counts at baseline, 24 and 48 weeks post switch. Lipid profile and

haemoglobin at baseline and 24 weeks were also noted. A Wilcoxon

matched pairs test was used for statistical analysis.

Results: Fifteen patients were identified. 9/15 (60%) were male. 9/15

(60%) of patients were commenced on once daily (400 mg) nevirapine

post switch. All patients remained fully suppressed. The median CD4

count at baseline was 498. It increased to 593 at 48 weeks. The change

in median haemoglobin at 24 weeks was +1.3 (P = 0.08). The change in

median total cholesterol was +0.4 (P = 0.24). There were no significant

adverse events.

Conclusion: Our experience finds Kivexa�/nevirapine to be a well

tolerated regimen. There was no virological failure. There was a trend

towards increased haemoglobin but lipid levels were unchanged. This

study contributes to current evidence supporting proactive switching in

stable patients. Long term outcomes in a larger cohort are required.

P41
The efficacy and safety of darunavir/ritonavir (DRV/r)
and etravarine (ETV) in a series of highly active
anti-retroviral therapy (HAART) treatment experienced
patients with or without enfuvirtide (T-20)
R Varma, V Akyeampong, C Okoli and C Orkin

Barts and the London NHS Trust, London, UK

Introduction: DRV/r, a recently licensed protease inhibitor (PI), has

shown potency in both experienced and naive patients. Its use has been

studied in combination with ETV, a novel non-nucleoside reverse

transcriptase inhibitor (NNRTI), which has activity against certain NNRTI

resistant viruses. We describe our series of patients receiving both drugs.

Methods: Patients receiving DRV/r and ETV together as part of HAART,

with or without T-20, were included in this retrospective cohort analysis

between November 2006 and December 2007. Patient demographics,

CDC stage, background HIV and resistance history, Hepatitis B and C

status were noted from electronic patient records and case note review.

Genotypic analyses were performed by Virco Virtual Phenotype�.
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Mutations according to the International AIDS Society Guidelines 2007,

and resistance associated mutations (RAM) for DRV and ERV, were

identified.

Results: 7/9 patients were male and all had triple class resistance at

baseline. Baseline median PI mutations = 3, NRTI = 6, NNRTI = 3. 7/9

had HIV-1 VL <400 copies/mL at 16 weeks (1 patient had VL<40 on

entry). 8/9 patients achieved HIV-1 VL <40 at 58 weeks. One patient

failed due to adherence. Median ETV RAM = 1 and DRV/r RAM = 1.

Median CD4 rise of 94 cells (range 14–169) seen between 4 and

24 weeks. T-20 was used in conjunction in 4/9 patients but as a new

agent in only 1.

Conclusion: When this combination of 2 active agents was used, it

appeared well tolerated and potent in fully suppressing the virus in 6

patients by 24 weeks.

P42
Switching to a once-daily dosing regimen of lopinavir/
ritonavir: outcomes in a clinical setting
S Logan, A Aryee, P Khan, N Marshall, R Tsintas, M Tyrer and M Johnson

Royal Free Hospital, London, UK

Background: Previous studies have demonstrated a similar virologic and

immunologic response to once-daily lopinavir/ritonavir in comparison

with twice-daily. The use of twice-daily dosing has always been

recommended in patients with prior protease inhibitor exposure and

resistance. In our centre patients often switch to a simpler once-daily

dose once they are established on therapy. The aim of this study was to

assess the outcomes of patients switched to once-daily lopinavir/

ritonavir after the tablet formulation became available.

Methods: All patients who had received a prescription for once-daily

lopinavir/ritonavir since April 2006 were considered. Outcomes: HIV viral

load, CD4 count, changes in lipid profile, liver and renal function and

reasons for discontinuation were collected using our database, pharmacy,

computer records and hospital notes.

Results: Two hundred and forty patients have had once-daily lopinavir/

ritonavir. Two hundred and two patients were switched from an

alternative regimen (a twice-daily dose of lopinavir/ritonavir in 86%).160

patients (72%) have continued with the once-daily lopinavir/ritonavir.

One hundred and twenty four (77%) patients had an undetectable viral

load when their regimen was first changed. 3 months later 140 (87.5%)

patients had an undetectable viral load. There was no significant change

in lipid profile of patients. Change in CD4 count, lipid profile, liver and

renal function, concomittant prescriptions and the reasons for discon-

tinuation can also be presented.

Conclusions: A once-daily regimen of lopinavir/ritonavir is an effec-

tive strategy for many patients established on anti-retroviral therapy.

A switch to this regimen offers advantages in terms of adherence, lack

of need for refrigeration as well as suppression of viral replication

with no significant change in tolerability or adverse effects on lipid

profile.

P43
The efficacy and safety of Darunavir/ritonavir (DRV/r)
with Etravarine (ETV) and Raltegravir (MK-0518), in
combination, in a series of patients with triple class
resistance to HIV-1
R Varma, V Akyeampong, C Okoli and C Orkin

Barts and the London NHS Trust, London, UK

Background: Three new anti-retroviral drugs as part of highly active anti

retroviral therapy (HAART) have recently displayed potent activity against

triple class resistant virus infected patients. We describe our series of

patients.

Methods: All patients receiving DRV/r, ETV and MK-0518 together as

part of HAART, with or without Enfurvitide (T-20) were included in a

retrospective cohort analysis between January to December 2007. Patient

demographics, CDC stage, background HIV and resistance history,

Hepatitis B and C status were noted from electronic patient records

and case note review. Genotypic analyses were performed by Virco

Virtual Phenotype�. Mutations according to the International AIDS

Society Guidelines 2007, and resistance associated mutations (RAM) for

DRV and ERV, were identified.

Results: 11/12 patients were male and all were CDC stage B or C. All had

triple class resistant virus. Baseline median NRTI mutation = 7,

NNRTI = 4, PI = 5. Archived RAM predicted good response to these

agents. 10/12 (83%) achieved HIV-1 RNA < 40 copies/mL by 36 weeks.

One patient had virological failure secondary to adherence; 1 patient had

a low level viraemia. T-20 was used as a new agent in 2/3 patients. One

patient had an upper GI bleed due to aspirin. Reported side effects were

transient and did not affect adherence. No noted grade 3 biochemical or

haematological abnormalities.

Conclusions: In this series of highly experienced patients this combi-

nation appeared potent and well tolerated. Achieving an undetectable

viral load is a realistic goal.

P44
Efavirenz dose reduction based on CYP2B6 genotype is
not supported by data from men in South Africa
J Whetham1, S Charalambous2, J Lewis2, K Fielding3, H McIlleron4,

A Walley5, GJ Churchyard1 and AD Grant3

1CAPRISA, South Africa, 2Aurum Institute for Health Research, South
Africa, 3London School of Hygiene and Tropical Medicine, London, UK,
4University of Cape Town, South Africa, 5Imperial College, London, UK

Aim: To assess association between CYP2B6 genotype and efavirenz

(EFV) concentration in men receiving EFV-based combination antiretro-

viral therapy (cART) in South Africa.

Methods: Observational cohort study of men starting cART, plus cross-

section of men on cART >6 months (none taking rifampicin), with EFV

level measured 12–20 hours post dose.

Results: Cohort n = 99; cross-section n = 82 black African men. Median

age 43; 44 years, median BMI 20.9; 22.3 kg/m2, median CD4: cohort

(pre-cART) 187; cross-section (on cART) 307. 75% of cross-section had

VL <400. Among 174/181 with CYP2B6 genotype: 48.3% GG; 39.6% GT;

12.1% TT.

130/174 (74.7%) individuals with 147 EFV plasma levels at £14 days or

‡28 days. Twenty seven excluded based on non-adherence. The table

shows EFV levels by genotype in cohort at £14 days, and in cohort

(n = 42) at ‡28 days plus cross-section (n = 41) at ‡28 days.

Adults on cART £ 14 days

Adults on cART ‡ 28 days

Adults on cART £ 14 days Adults on cART ‡ 28 days

n= EFV level (IQR) n= EFV level (IQR)

GG 19 1.99 (1.32,2.73) GG 38 1.48 (0.98,2.10)

GT 15 2.34 (1.60,3.30) GT 34 2.41 (1.46,3.50)

TT 3 4.47 (3.66,6.34) TT 11 2.77 (1.92,4.04)

Median EFV concentration in individuals with TT genotype was signif-

icantly higher than with GG genotype at £14 days on cART (P = 0.0112)

and at ‡28 days (P = 0.003). Restricting analysis to individuals with

adequate viral load response (n = 59 at ‡28 days) confirmed findings. At

‡28 days 7/10 with genotype TT and suppressed viral load had level

<4 lcg/mL.

Conclusions: CYP2B6 TT genotype is common in black South Africans

and associated with higher, but usually therapeutic, plasma EFV levels.

These data do not support EFV dose reduction based on CYP2B6 genotype

in this population.
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P45
Patients with HIV and hepatitis C co-infection
experience less atazanavir-induced hyperbilirubinaemia
A Cotter1, A Brown1, J Lambert2, G Sheehan1 and P Mallon2

1Mater Misericordiae University Hospital, Dublin, Ireland, 2School of
Medicine and Medical Science, University College Dublin, Dublin, Ireland

Background: Hyperbilirubinaemia is frequently seen in patients treated

with atazanavir (ATV). Although a genetic predisposition is thought to

contribute, little is known of the factors that predict ATV-associated

hyperbilirubinaemia in the clinical setting.

Methods: A retrospective review of HIV-infected patients prescribed ATV

between January 2004 and September 2007. Data included baseline

demographics, information on HIV disease and treatment, hepatitis

co-infection and liver function tests. Primary end-point was change in

bilirubin concentrations to week 12 and secondary end-point was week

12 bilirubin. Univariate and multivariate logistic regression was used to

determine the relationship between these endpoints and covariates.

Results: Seventy nine patients were included (58% male, mean [SD] age

35 [7] years, 56% white, 27% black). Mean [SD] CD4 count was 200 [168]

and log HIV RNA 4.1 [1.5]. 61% were IVDA and 60% HepC positive. Mean

[SD] bilirubin increase to week 12 was 16 [16] mmol/L. Factors associated

with bigger changes and higher bilirubin at week 12 included baseline

ALT, GGT, Alk Phos, methadone use, history of IVDA, being white and Hep

C positive. No disease parameters were associated with change in

bilirubin. On multiple regression, being Hep C positive and history of IVDA

were the only factors independently associated with change in and levels

of bilirubin at week 12 (P < 0.0001). Change in bilirubin was lower; 12

[13] mmol/L for HepC pos versus 21 [16] for HepC neg (P = 0.006), 14

[17] for IVDA versus 21 [15] mmol/L for no IVDA (P = 0.01).

Conclusions: Being HepC positive protects against ATV-induced byper-

bilirubinaemia. Further research is needed to determine the mechanism

underlying this protective effect.

P46
Antiretroviral prescribing for HIV-positive injection drug
users and effects on patient outcome
C Maguire1, C Ni Cheallaigh1, C De Gascun2, A Jayaram1, M Moriarty1,

WW Hall2, F Mulcahy1 and C Bergin1

1Department of Genitourinary Medicine and Infectious Diseases,
St James’s Hospital, Dublin, Ireland, 2National Virus Reference
Laboratory, University College Dublin, Dublin, Ireland

Background: We retrospectively compared HIV infected injection drug

users (IDU) treated with NNRTI based ART with those treated with PI

based ART. Outcome included failure of virologic suppression and

acquisition of drug resistance. Non-drug users treated with the same

regimens acted as controls.

Methods: Forty five IDUs treated with NNRTIs were identified and a

random sample of 50 patients in the other categories were selected from

pharmacy records. Virological failure was defined as >/=1 viral load of

>50 copies/mL after 180 days of treatment. Patients with virological

failure had genotypic antiretroviral resistance tests (GART) performed

(Trugene, Siemens Diagnostics). Only new mutations were considered

significant.

Results: Forty five IDU received NNRTI-based- and 50 PI-based-ART. 26/

45 (57%) on NNRTI, and 26/50 (52%) on PI had virological failure; 21/26

(80%) NNRTI patients had GART, of whom 9/21 (43%) had NNRTI

resistance and 6/21 (29%) had 3TC resistance. 22/26 PI patients had

GART, with no NNRTI resistance and 2/22 (9%) 3TC resistance. 13/21

(62 %) NNRTI patients developed clinically significant resistance versus

3/22 (9%) PI patients. In the control group, 50 non-IDU recieved NNRTI-

based- and 50 PI-based-ART. 19/50 (38%) in the NNRTI group and 23/50

(46%) in the PI group experienced virological failure; 16/19 (84%) NNRTI

patients had GART, of whom 2/16 (12%) had NNRTI resistance and 2/16

(12%) 3TC resistance. 18/23 (78%) PI patients had GART of whom 1/18

(5%) had 3TC resistance, no NNRTI resistance. 3/16 NNRTI and1/18 PI

developed clinically significant resistance.

Conclusions: Virological failure is more common in IDU, and leads to the

development of significant levels of NNRTI and 3TC resistance. The shift

from NNRTI to once-daily boosted PI regimens led to reduced resistance

rates.

P47
The seroepidemiology of human T cell lymphotrophic
virus-I (HTLV-1) amongst genitourinary medicine
attendees in South East London
C Turner1, C Cohen1, C Sabin2, J Tosswill3, J Best4, GP Taylor5,

A de Ruiter6, D Barlow6 and Nicola Smith1

1Charing Cross Hospital NHS Trust, London, UK, 2Royal Free and
University College Medical School, London, UK, 3Health Protection
Agency, London, UK, 4King’s College London School of Medicine, London,
UK, 5Imperial College, London, UK, 6Guy’s and St Thomas’ NHS
Foundation Trust, London, UK

Objectives: To determine HTLV-I and II seroprevalence among genito-

urinary medicine (GUM) clinic attendees in South East London.

Methods: Sera from 2553 adults (48.1% female, 51.2% male) who had

attended between September 1994 and June 1996 were tested by HTLV-I

and II antibody enzyme linked immunoassay; HTLV seropositivity was

confirmed in reactive samples by western blot.

Results: Eight (0.3%) individuals were seropositive for HTLV-I (95% CI

0.1–0.6%); none were seropositive for HTLV-II. All were heterosexual (6

[75%] female) and none had reported any injecting drug use or blood

transfusions. Four were born in Jamaica (both parents were also born in

Jamaica) and three were born in the UK (to Jamaican parents, West

Indian parents and UK born parents respectively). The eighth individual

was born in Nigeria (both parents also born in Nigeria). In comparison to

those who were found to be HTLV-I and II seronegative, those who were

positive were more likely to be of black Caribbean ethnicity (5 of 8

testing positive compared to 22.0% of the total sample, P = 0.01,

Fisher’s exact test). Furthermore, individuals who tested positive were

more likely to be born in the Caribbean (50.0% compared to 6.3%,

P = 0.0001, Chi-squared test) or to either be born in these countries or

have parents from these countries (75.0% compared to 24.6%,

P = 0.004, Chi-squared test).

Conclusions: These results show a 100 fold higher seroprevalence of

HTLV-I in GUM attendees compared with blood donors in the UK

suggesting that HTLV-I screening should be considered in GUM clinics in

order to identify infected patients.

P48
Syphilis seroconversion delayed for years in a
monogamous HIV-positive couple: case report
CJ Brookings, S Hill, L Garvey, S Portsmouth and D Goldmeier

St Mary’s Hospital, London, UK

Background: From April 2001 there has been Enhanced Laboratory

Surveillance of patients with early syphilis in London, which was later

extended to England and Wales. Information from this surveillance

showed in 2005 45% of MSM (men who have sex with men) and 7% of

heterosexuals had concurrent HIV infection. Recent changes to the

BHIVA guidelines recommend annual screening for syphilis, with three

monthly testing in patients with high sexual risk.

Case Report: A 46-year-old Portuguese lady with stable HIV (CD4 580

VL <50) complained of headaches and memory impairment in August

2007. Syphilis serology was EIA positive TPPA positive RPR negative. Her

initial screen at transfer of care in 2004 was negative. She was in a

stable relationship of 27 years with no other partners reported by the

patient or her husband. The husband who had been infected with HIV by

a blood transfusion in Portugal in the mid 1990s, had evidence of

previous syphilis on transfer of care in 2004. At this time it was
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documented that he had been treated for suspected syphilis aged 15

before he met his current partner and 25 years before he became HIV

positive. His RPR at transfer was 1/2 and has remained serofast

throughout his follow up.

Conclusions: Assuming no other sexual contact there are two possible

modes of transmission. The first being that the husband had previously

treated syphilis predating the HIV infection, and with immunosuppres-

sion, re-activated the syphilis, became contagious and infected his

partner years later. The second is that the patient had a delayed antibody

response to syphilis due to her HIV status. This case highlights the need

for annual syphilis testing in HIV patients whatever the risk.

P49
Prevalence of syphilitic hepatitis in an HIV cohort
D Dhasmana, R Cramb and K Manavi

University Hospitals Birmingham, Birmingham, UK

Background: The aim of this observational study was to document the

prevalence of syphilitic hepatitis within a cohort of human immunode-

ficiency virus (HIV) infected patients.

Methods: Retrospective analysis of HIV infected patients with early

syphilis between January 2005 and December 2007. Syphilitic hepatitis

was defined as the presence of symptoms and signs of syphilis and or

hepatitis associated with both positive syphilis serology and abnormal

liver function, in the absence of an alternative cause for liver

dysfunction.

Results: Amongst 52 patients with early syphilis and HIV co-infection,

9 (17.3%) were considered to have syphilitic hepatitis. All nine cases

were male (eight men who have sex with men [MSM], and one bi-sexual

man) with a median age of 37.5 (30.7–43.7) years. Their median absolute

CD4 count was 514 (320–644) cells/mm3. They had a median VDRL titre

of 1:32 (1:16–1:64) at diagnosis of hepatitis. Their median values of liver

enzymes at the time of diagnosis of syphilitic hepatitis were as followed:

alkaline phosphatise: 331 (reference range 70–320); gamma-glutamyl

transferase: 115 (reference range 9–50); bilirubin 9 (reference range

1–22); aspartate aminotransferase 41 (reference range 5–43); alanine

transaminase: 52 (reference range 5–41). Following treatment of syphilis,

all showed symptomatic and biochemical resolution of treponemal and

hepatic disease.

Conclusions: With the current high prevalence of syphilis amongst HIV

infected patients in the UK, it is important to recognize syphilitic

hepatitis as relatively common complication of syphilis. Fulminant

hepatic failure may be a consequence of syphilis but our patients had

mild to moderate hepatitis which should be a reversible condition.

P50
HIV prone occupational exposures: epidemiology and
factors associated with initiation of post-exposure
prophylaxis
D Zenner, S Tomkins, A Charlett, K Wellings and F Ncube

Centre for Infections, Health Protection Agency, London, UK

Background: Occupational exposures to bloodborne viruses are com-

mon. Whilst occupational HIV transmissions are rare, the serious

physical, psychological and cost implications of potential transmission

make this an important public health topic. UK and European guidelines

recommend HIV post-exposure prophylaxis (PEP) to prevent occupational

HIV infection. Yet nearly a quarter of UK healthcare workers did not

initiate PEP despite having been exposed to an HIV positive source

patient. The aim of the study is to examine factors associated with PEP

uptake behaviour.

Methods: The study is based on an analysis of the UK Health Protection

Agency surveillance database of ‘Significant Occupational Exposures to

Bloodborne Viruses in Healthcare Workers’. Associations between

possible predicting factors and PEP-uptake have been examined with

univariate analysis and logistic regression modelling.

Results: Univariate analysis and logistic regression found significant

associations between PEP-uptake and visible blood on the device

(P < 0.0001) and a linear relationship with increasing injury depth

(P < 0.0001). Doctors were significantly more likely to start PEP than

nurses (OR 1.88, 1.16; 3.02). Multiple missing value imputation produced

similar results.

Conclusions: PEP-uptake was associated with known transmission risk

factors, suggesting awareness of current guidelines. The significant

differences in PEP-uptake across occupation categories may be due to

differential risk perceptions and other underlying factors. This is the first

study to examine PEP-uptake following occupational exposures to HIV.

Further research and exploration of these findings are warranted, to

understand the role of PEP-uptake behaviour in preventing occupational

HIV transmission.

P51
Behaviour, partner notification and surveillance
E Okpo1, J Bradlow2, L Rusere3, E Mayman3, A Shaw3 and M Kapembwa3

1NHS Grampian, Aberdeen, UK, 2Hampshire PCT, Southampton, UK,
3Northwick Park Hospital, Harrow, Middlesex, UK

Opportunities for increasing HIV testing through partner notification -

A baseline audit of partner notification from one Northwest London

centre

Background: Partner notification (PN) or contact tracing is a well

established and effective way of detecting new cases of sexually

transmitted infections. However, there is still no national guidance as to

the most effective way for HIV partner notification in the UK. Most GUM

clinics use patient referral, where HIV infected persons are encouraged to

disclose their status to their sexual partners.

Aims of Audit: To examine current practice of PN for HIV at Northwick

Park Hospital (NPH) and make recommendations for effective PN practice

based on current evidence of best practice

Methods: Retrospective case-note review of 48 new HIV+ individuals

seen between January and December 2005. Data extracted included

patients age, gender, sexual preference, drug use, ethnicity, number of

sexual partners in the last 3 years, when and where the diagnosis made,

counselling on partner notification, or preferred notification method by

index patient and outcomes of HIV testing among contacts.

Results: Twenty-two (45%) of index cases notified their partners. All but

one notification were through patient referral. 13 of notified partners

subsequently tested of which six (46.0%) were HIV antibody positive and

two (15.0%) negative. In five (39.0%) cases, the HIV result was either

unrecorded or unknown. Reasons given for non–notification (16/48)

included fear of discrimination/stigma seven (27.0%), untraceable

partner(s) three (12.0%), last partner >3 years six (23%). In majority of

cases 32 (66%), no reasons were recorded.

Conclusions: PN at NPH is by patient referral. A more effective PN

strategy incorporating a combination of provider and patient referral is

recommended in order to increase HIV testing of contacts.

P52
Mapping of an HIV network in our region
CM Knapper1, J Roderick1, J Smith2, M Temple2 and HDL Birley1

1Cardiff Royal Infirmary, Cardiff, UK, 2Infection and Communicable
Disease Service, NPHS, UK

Background: In February 2007 a homosexual male was diagnosed HIV

positive at this centre. He reported 62 sexual contacts in the previous

6 months. We characterise the HIV cluster elucidated and describe its

geographical distribution and other features.

Methods: Contact Tracing and HIV testing were carried out from our

centre in collaboration with the local communicable disease agency and

non-statutory partners. Data was collated onto a database from patient

notes and contact tracing proforma.

Results: One hundred twenty three individuals were identified in the

network, 118 of whom were male. No heterosexual males and no
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non-Caucasians were identified. Of the 123, 61 were successfully traced

with a known HIV status, 18 were successfully contacted but their HIV

status is unknown, 33 were un-contactable and 11 stated they were

already HIV positive and were distributed throughout the UK. The cohort

reported high levels of unprotected anal intercourse, sexually transmitted

infections and previous HIV tests. Fifteen new cases of HIV were

diagnosed. All of those diagnosed at our centre used the internet to meet

sexual contacts. Their median CD4 count on diagnosis was 410

cells/mm3. Most contacts were based in the local urban centres but

the network extended into the surrounding rural areas and the rest of the

UK. All but three were clade B on baseline genotypic resistance tests, the

remainder were from different clades or were unassigned. None showed

resistance mutations.

Conclusion: We describe a HIV transmission network with high risk

behaviour and wide geographical distribution.

P53
Initial HIV diagnosis and presentation: does site
influence partner notification?
U Nandy, J Democratis and J Dhar

Leicester Royal Infirmary, Leicester, Leicestershire, UK

Methods: Four hundred HIV positive patient’s case notes were reviewed

[200 each from Department of GU Medicine and Infectious disease unit

(ID)] retrospectively. Following details were noted: demography, possible

mode of acquisition, co-infections including STIs, CD4 and viral load at

presentation, treatment exposure and partner notification.

Objectives: To compare the results of partner notification among HIV

positive cohort in two different settings (GU/ID) in a provincial teaching

hospital.

Results: Heterosexually acquired infection was noted predominantly

(93%/95%) in GU/ID groups. Majority of the patients were from Sub-

Saharan Africa. 46%/44% claimed to be in employment.

Table 1 Details at presentation:

n = 200

Commonest

age group

(>18 year–

>65 years) Female STI screen

STIs

diagnosed

Hepatitis

B/C

No of

patients

with CD4

<200

No

patients

on HAART

GU 30–39

Year

63% 100 % 44%

(88/200)

31%

(62/200)

28%

(56/200)

20%

(39/200)

ID 30–39

Year

61% 24%

(48/200)*

100% done

in GU

30%

(16/48)

13%

(26/200)

45%

(90/200)

55%

(110/200)

Table 2 Partner notification details:

n = 200

Partner

notification

documented

Total

no of

partners

Traceable

partners

Partner

screened

Partner’s

awareness

about index

patient’s

HIV status

HIV +ve

partner

detected

GU 96%

(192/200)

195 74%

(144/195)

60 %

(86/144)

50%

(73/144)

45 %

(65/144)

ID 76% (95/200)*

36% done

in GU

150 60% (90/150)

*50 % done

in GU

61 %

(55/90)

*40 % done

in GU

30%

(30/90)

52 %

(47/90)

Conclusions: Our data indicates that initial presentation and diagnosis

of HIV in a setting other than GU medicine may have a public health

implication. Standards need to be set nationally. Measures taken locally

to help a non GU department (ID) to achieve a high standard in partner

notification will be discussed later on.

P54
Talking turkey
J Dhar1 and E Smit2

1University Hospitals of Leicester, Leicester, UK, 2Heartlands Hospital,
HPA Birmingham, UK

We report a case of a lesbian female who became infected with HIV

infection - we believe this is the first documented infection in the UK

from semen donation.

Case report: A 31 year old Caucasian female presented to the general

practitioner with history of oral and oesaphageal thrush, difficulty in

swallowing needing endoscopy. An HIV test at that time was reported as

negative. However, a repeat test 3 months later revealed HIV infection.

The patient was in a steady replationship with a female partner. Her last

male contact was 12 years ago. No other risk factors were identified. On

further questioning she admitted to using sperm donated by a

homosexual friend to conceive a child in the previous 6 months. HIV

testing of the unscreened donor found him to be HIV positive.

The two strains were 99.6% similar when comparing their PR and RT(up

to codon 230) genes. Phylogenetic analysis appeared to show a

relationship between the two although a third unrelated strain from

the 49 temporal and geographically linked control population which was

more closely related to the female strain than the donors was identified

(99.7%).

Conclusions: Recent changes in the UK removing the right of anonymity

from sperm donors may prompt couples who want to use sperm/eggs

from anonymous donors to go to unlicensed/backstreet clinics. This case

highlights that women who identify as lesbian or women who have sex

with women need to be informed about behaviours that may put them at

risk.

P55
Cellular immunity following chemotherapy for systemic
AIDS-related non Hodgkin’s lymphoma (NHL)
J Krell, M Tuthill, V Campbell, M Nelson, P Holmes, J Stebbing,

T Powles and M Bower

Chelsea and Westminster Hospital, London, UK

Background: Late effects of chemotherapy on immunological parame-

ters in AIDS related NHL have not been described.

Methods: One hundred five consecutive patients were treated with

infusional chemotherapy and HAART. Lymphocyte subsets and plasma

HIV viral loads were measured at regular intervals for 2 years.

Results: During chemotherapy, there were statistically significant falls in

CD4 (helper T), CD8 (cytotoxic T) and CD19 (B) but no changes in the

CD56 (natural killer) cell populations. Amongst 68 survivors, there were

significant increases in CD4, CD8, CD19 and CD56 counts during the first

year of follow-up. Rises were greatest in the first 3 months after

chemotherapy. The median rise over the first year were +97 cells/mL

(CD4), +318 cells/mL (CD8), +137 cells/mL (CD19) and +32 cells/mL

(CD56). During the second year of follow-up further rises were

documented for CD4 and CD19 counts but not for CD8 or CD56 counts.

Data are available for 43 patients at 2 years post chemotherapy; the

median CD4 count rose from 165/mL (IQR: 62-252) pre-chemotherapy to

270/mL (IQR: 174-445) 2 years post-chemotherapy. Pre-chemotherapy

27% patients had an undetectable HIV plasma viral load, rising to 69% at

end of chemotherapy, 79% at 3 months, 81% at 1 year and 90% at

2 years post-chemotherapy. Much of the initial suppression of HIV

viraemia is because 41% of the cohort were antiretroviral naı̈ve and

started HAART with their chemotherapy. During 244 years of follow-up

post-chemotherapy, 7 second primary tumours and 8 opportunistic

infections were diagnosed.

Conclusions: Chemotherapy and concomitant HAART for AIDS related

NHL does not cause prolonged suppression of lymphocyte subsets. These

data should provide reassurance regarding the long term immunological

consequences of chemotherapy in people with HIV.
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P56
The use of antidepressants and risk of cancer in
individuals infected with the human immunodeficiency
virus
V Campbell1, J Krell1, A Scourfield1, S Mandalia1, M Nelson1,

T Powles2, J Stebbing3 and M Bower1

1Chelsea and Westminster Hospital, London, UK, 2St Bartholomew’s
Hospital, London, UK, 3Imperial College School of Medicine, London, UK

Background: Pre-clinical and cohort studies suggest that certain

antidepressants are associated with a predisposition to cancer whereas

others decrease the risk. We aimed to assess whether different classes of

antidepressants were associated with changes in cancer incidence in a

population of HIV infected individuals, based on duration of exposure.

Methods: Antidepressant exposure was measured from date of first

prescription of the antidepressant until date of last follow-up or cancer

diagnosis. Controls included those never prescribed antidepressants and

time prior to first antidepressant prescription. Univariate and multivariate

analyses were performed to establish the risk of AIDS-cancers and non-

AIDS cancers according to whether patients received selective serotonin

reuptake inhibitors (SSRIs), tricyclic antidepressants (TCAs) or other

medicines for depression. We analysed data for time exposed to

antidepressants, before and during the era of highly active antiretroviral

therapy (HAART).

Results: From a cohort of 10,997 patients representing 52,656 years of

follow up attending a large HIV centre during the pre-HAART and HAART

eras, a total of 2,004 (18%) were prescribed antidepressants representing

15,850 years exposed. A total of 1,607 (15%) individuals were diagnosed

with cancer. There were no significant associations between any class of

anti-depressant and any type of cancer (P = 0.19), in either the pre-

HAART or HAART era (P = 0.23), and use of SSRIs did not alter the risk of

Burkitt lymphoma.

Conclusions: Antidepressants do not affect cancer risk in HIV-infected

individuals.

P57
Minichromosome maintenance proteins are promising
biomarkers for cytological detection of anal
intraepithelial neoplasia (AIN) and anal carcinoma
C Scarpini1, M Nathan2, N Hickey2 and N Coleman1

1MRC Cancer Cell Unit, Cambridge, UK, 2Homerton University Hospital,
London, UK

Early detection of anal squamous cell carcinoma (SCC) and AIN by

screening will improve clinical

Outcome: Assessment of anal cytology samples using routine Papani-

colaou testing suffers from shortcomings in sensitivity and/or specificity,

suggesting that screening tests based on biomarkers may be of value. We

tested the suitability in this context of minichromosome maintenance

(MCM) proteins, accurate markers of the deregulated cell cycle entry that

characterises malignancy and premalignancy. In normal anal epithelium

Mcm2 and Mcm5 were restricted to the basal proliferative compartment.

In the progression from normal epithelium through AIN1 to AIN2/3, there

was increasing expression of both markers, including in the superficial

epithelial third, the source of the majority of cells collected by anal swab.

The median values for Mcm 2 and Mcm5 expression were >75% in the

superficial third of AIN2/3 and throughout SCCs; values that were

significantly greater than those in normal anus and AIN1 (Mcm2

P = 0.0003; Mcm5 P = 0.007). By immunocytochemistry, MCM-positive

cells were readily identified in anal cytology samples, even at low

magnification. In a prospective cohort study involving 243 anal cytology

samples from 143 subjects, MCM testing showed sensitivity for any

disease of 79% (95% CI: 73,85) and for AIN2/3 of 84% (75,93), with

overall specificity (for any lesion) of 77% (64,90). Sensitivity for any

lesion was 81% (74,89) in HIV-seropositive patients and 74% (64,85) in

HIV seronegative patients. We conclude that MCMs are promising

biomarkers for improving detection of AIN and SCC in anal cytology

samples. MCM testing is well suited to liquid based cytology specimens

and is amenable to automation, which can increase throughput and

reduce costs.

P58
Voluntary named HIV testing amongst women
undergoing termination of pregnancy (TOP) is
feasible and acceptable
G Crowe and F Chhibber

Princess Alexandra Hospital, Harlow, UK

Background: The prevalence of HIV among women undergoing TOP has

been shown to be increasing in seven inner London TOP services where

unlinked anonymous testing of women has been carried out since 1995.

The same survey has shown that the equivalent rate in women attending

Antenatal clinics in London is around half that in TOP facilities. To date,

however, it has not been shown that named voluntary HIV testing is

feasible or acceptable to women undergoing TOP. Since 2003 we have

offered HIV testing as an opt out test in our TOP service. Here we present

the first 5 years of this data.

Methods: The TOP service is run jointly by the Department of Sexual

Health and the Women’s Health Department. Every woman requesting

TOP is offered a sexual health screen and serology for syphilis and HIV.

Those found to be HIV positive are referred to the HIV clinic for follow-

up.

Results: Over the 5 years from January 2003 to December 2007, 1618

women underwent TOP. Of these, 59 (3.6%) declined an HIV test. Of the

remaining 1559 tests, 12 were positive (0.77%). Ten of the 12 were black

African women, one was Thai and one was a British caucasian with no

identifiable risk factors for HIV. Seven of the 12 were diagnosed at TOP,

while five were already known to be HIV positive. One of these five TOPs

was requested as a direct result of HIV disease (patient unwell with a low

CD4 count and about to start antiretroviral therapy). The reasons for the

other four TOPs were not directly related to HIV.

Conclusions: HIV testing at TOP is feasible and acceptable with over

96% of women accepting a test. Consideration should be given to testing

for HIV in women attending TOP services nationally.

P59
Improving outcomes for HIV-positive mothers and their
babies: increase Kaletra dosage in the third trimester of
pregnancy depending on HIV viral load rather than
therapeutic drug level monitoring results
CS Babu, S Bennett, O McQuillan, V Lee and M Kingston

Manchester Royal Infirmary, Manchester, UK

Background: When the use of Highly Active Antiretroviral Therapy

(HAART) results in an undetectable (<40 copies/mL) HIV viral load (VL) in

the third trimester of pregnancy, not only do we minimize the risk of

vertical transmission to the baby but we also enable the mother to

consider elective vaginal delivery and the neonate requires mono rather

than triple therapy. Kaletra is commonly prescribed in pregnancy and due

to altered pharmacokinetics in the third trimester of pregnancy we

routinely perform therapeutic drug level monitoring (TDM). We per-

formed an audit of TDM results for Kaletra in pregnant women in the

third trimester to evaluate how this altered management.

Methods: Retrospective case note review of pregnant women receiving

Kaletra in the past 2 years.

Results: Twenty three women were identified, TDM results were

available for 17 at an average of 30 weeks gestation. In 15 cases TDM

indicated therapeutic levels although six women had ongoing low level

HIV viraemia which responded to an increase in Kaletra dose to three

tablets BD allowing elective vaginal delivery to be planned for two

women and in the other four cases although elective cesarean section

(CS) was planned HIV VL taken just before delivery was <40 and the

babies required monotherapy only. In the other two cases TDM indicated
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inadequate levels of Kaletra and compliance issues were identified; one

woman changed her regime completely and achieved HIV VL <40 and

planned an elective vaginal delivery and the other required CS.

Conclusions: HIV VL is a better indication than TDM of the need to

increase the dose of Kaletra in pregnancy and increasing the dose from

two to three tablets BD even when TDM indicates adequate levels can

achieve HIV VL<40.

P60
Use of newer antiretroviral (ARV) drugs (darunavir,
etravirine and enfuvirtide) in HIV-positive pregnant
woman with pan-class resistance failure
A Furco1, B Gosrani1, S Nicholas1, A Williams1, G Taylor2, D Asboe3,

A Shaw1 and M Kapembwa1

1Northwick Park Hospital, Harrow, UK, 2St Mary’s Hospital, London, UK,
3Chelsea and Westminster Hospital, London, UK

Background: Pan-class HIV resistance in pregnancy presents a thera-

peutic challenge to the physician. There is little or no data on use of the

newer class of ARV drugs in this patient group. We report for the first

time efficacy, tolerability, safety, pharmacokinetics of a regimen

containing boosted darunavir, etravirine and enfurvitide in a multi-class

experienced patient with virological failure and pregnancy.

Case Report: A 38-year-old HIV multi ARV-experienced African woman

presented with virological failure (viral load 4,660 RNA copies/mL; CD4

count 471 cells/mm3) in early trimester with a twin pregnancy. She

previously received different combinations of nucleoside reverse tran-

scripatase inhibitors (5), non-nucleoside reverse transcripatase inhibitors

(2), protease inhibitors (2). Sequencing of HIV pol revealed the following

mutations associated with decreased drug sensitivity - RT: D67N, V118I/

V, M184V, Y188L, L210W, T215Y; protease: L10I, I13V, G16E, K20I, M36I,

M46I, I47V, F53L, I54V, D60E, D63T, H69K, I84V, L89M. A phenotypic

assay confirmed high-level resistance. At 25 weeks gestation, she

received tenofovir/emtricitabine, darunavir/ritonavir, etravirine and

enfurvitide achieving maximal viral suppression (<50 RNA copies/mL)

after 4 weeks. PK studies for enfurvitide, etravirine and darunavir were

within expected therapeutic ranges. At week 34, she was still

undetectable and she delivered two healthy babies by caesarean section.

Babies’s optimised prophylactic ARV regimen comprised enfurvirtide,

nevirapine and didanosine. Both babies remain uninfected. T20 was

undetectable and darunavir/ritonavir and etravirine detectable in cord

blood. Adverse events included injection site reactions, hypertriglyceri-

daemia, anaemia, transient hypereosinophilia and raised alanine trans-

ferase.

P61
Renal tubular dysfunction associated with Tenofovir
based HAART in perinatally acquired HIV: the need for
paediatric formulations and pharmacokinetic studies
N Onyeador, D Patel, H Lyall, G Tudor-Williams, S Walters and C J Foster

Imperial College Healthcare NHS Trust-St Mary’s Hospital, London, UK

Objective: Renal tubular dysfuction is a well recognised side effect of

tenfovir disproxil fumerate (TDF) in adult cohorts but data is sparse in

paediatric populations. We describe renal tubular dysfuction in four

adolescents with perinatal HIV infection receiving TDF based HAART.

Methods: Retrospective case note audit of children who have ever

received TDF based HAART commenced aged <18 years. All children on

tenofovir undergo prospective screening by annual renal USS, three

monthly serum electrolytes and urine Ca/cr, albumin/Cr or protein/Cr and

retinal binding protein.

Results: From a cohort of 139 HAART experienced children with

perinatally acquired HIV infection, 51 (37%) had ever received Tenofovir.

four (8%) patients, all female, had documented renal tubular leak at a

median age of 16.9 years (range 12.3–18), ethnicity; black african (2),

caucasian (1) asian/caucasian (1). None had Hepatitis B/C coinfection,

prior renal disease, family history of renal disease or hypertension.

Median duration of HAART 9 years (range 9–14) in three regimens (range

2–8), prior to TDF based HAART commenced at a median CD4 count of

335 cells/uL (range 20–1360), median VL 77,000 c/mL (range 1245–

171,776). All received the adult dose of 300 mg TDF once daily, at initial

weights of 32, 33, 36 and 59 kg with a dose range of 5.1–9.4 mg/kg for a

median duration of 37 months (range 18–54) prior to TDF withdrawal. All

were asymptomatic, identified on screening, with biochemical resolution

within 4 months of TDF cessation.

Conclusions: Although unlicensed, tenofovir is widely used in HAART

experienced paediatric cohorts resulting in cases of renal tubular

dysfunction. Paediatric formulations and pharmacokinetic studies are

currently recruiting with results eagerly awaited.

P62
Pharmacokinetics of saquinavir in pregnancy
M Hanlon, D Ward, S O’Dea, F Lyons, F Mulcahy and S Clarke

Department of Genitourinary Medicine, St James’s Hospital, Dublin,
Ireland

Background: Sub therapeutic levels of PI’s in pregnancy have been

reported. We report Saquinavir (SQV) pharmacokinetics in a cohort of

patients prescribed boosted SQV in pregnancy.

Methods: Patients were prospectively recruited between July‘05 and

Jan‘08, and were commenced on SQV 1g bd and ritonavir (r) 100 mg bd

to prevent MTCT of HIV. TDM peak/trough samples were taken at steady

state in the third trimester.

Results: A total of 45 women were prescribed SVQ/r, NRTI backbone was

AZT/3TC at standard doses n = 44, AZT/DDI, n = 1. The majority, 78 %(

35/45), of women were from SSA, 20% (9/45) Irish. Probable mode of

acquisition of HIV, 91%: HS 41/45, 9% IVDU, 4/45. No interacting

medications were co-prescribed, and resistance profiles did not demon-

strate any significant PI mutation. At initiation of ART, median gestation

was 26 weeks, median CD4 and Viral Load (VL) were 282 · 106

(1–1061 · 106) and 5315cpm (49–192,261cpm) respectively.

The minimum trough concentration for SQV required for WT HIV is

100 ng/mL. Median trough for SQV was 1049 ng/mL, mean 1240 ng/mL,

range 0–5134 ng/mL:, median peak for SQV was 2052 ng/mL, mean

2295 ng/mL, range 247–6075 ng/mL. Two patients had low SQV trough

levels initially and their dose was increased to 1.5g bd, resulting in a

therapeutic level on repeat. All women to date had a VL<400cpm at

36 weeks, two VLs outstanding. Median VL at delivery was<50cpm, range

49–327cpm.

Conclusions: In this cohort of pregnant women, the majority achieved

adequate SQV levels and virological suppression at standard dosing.

This supports the use of SQV/r at standard dosing in pregnancy with

TDM.

P63
Barriers to initiating antiretroviral therapy (ART) in
HIV-infected patients with tuberculosis (TB)
co-infection
DN Chilton1, SG Edwards1, P Pellegrino1 and RF Miller2

1The Mortimer Market Centre, London, UK, 2Centre for Sexual Health and
HIV Research, UCL, London, UK

Background: Concurrent treatment of TB and HIV is complicated by

overlapping toxicities, drug-drug interactions, and risk of immune

reconstitution inflammatory syndrome (IRIS). We investigated factors

affecting initiation of ART in patients taking anti-tuberculosis therapy

(ATT) and compared our clinical practice against the BHIVA HIV/TB

treatment guidelines.

Methods: Review of all co-infected patients attending a HIV/TB service.

Data collected: CD4, timing of ART initiation and reason for delay. Delay

was defined as initiation out-with: 2 weeks of ATT, if CD4<100; after

induction phase of ATT, if CD4100-200; after completion of ATT, if

CD4>200.
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Results: Ninety seven ART–naı̈ve patients were identified. Median

CD4 = 110. In 14/97, ART could not be started. Of the remaining 83,

initiation of ART was within guidelines in 20/83 (24%) rising to 31/83

(37%) and 54/83 (65%) by 1and 3 months respectively. Reasons for delay

included: declined = 15/63, ATT toxicity = 12/63, concern of IRIS = 7/

63, non-clinically determined = 7/63, chaotic attendee = 6/63. Physician

concern of IRIS was highest in the group with CD4<100: 6/33(18%),

compared with CD4 = 100–200 group: 1/13(8%) and CD4>200 group:

0/17(0%). Toxicity to ATT was more common in patients with CD4<200

(12/46) than in patients with CD4>200 (0/17). In patients with CD4>200,

ART was often not considered (5/17). Two patients had IRIS, both had

CD4<100; neither had delayed ART. There were four deaths (mortal-

ity = 4.8%). Three had CD4<100, one had CD4>200. Two had delayed

ART; no deaths could be attributed to ART delay.

Conclusions: There were often cogent barriers to ART initiation, however

the resultant delay did not impact on adverse outcomes. Future ART drug

options may reduce the complexity of concomitant therapy.

P64
CYP2B6 polymorphism - implications on management
of HIV/TB co-infection
S Shanmuga Sundaram and R Mani

Department of GUM, St Mary’s Hospital, Portsmouth, UK

Introduction: BHIVA guidelines recommend dose escalation of Efavirenz

(EFV) with concurrent Rifampicin in patients >50 kg. We present a case

of a HIV positive woman who developed EFV toxicity whilst on treatment

for pulmonary tuberculosis.

Case report: A 28 year old Zimbabwean woman with HIV infection was

commenced on Tenofovir, Emtricitabine and EFV. Two weeks later she

complained of productive cough and further investigations revealed

pulmonary tuberculosis. She was started on Rifampicin, Isoniazid,

Ethambutol, Pyrazinamide and EFV dose was increased from

600–800 mg/day. She tolerated the four drug regimen well. Whilst on

Rifampicin and Isoniazid, she developed nausea, vomiting and sleep

disturbances. Serum transaminase was more than ten times upper limit

of normal in the absence of Hepatitis co-infection and concurrent

hepatotoxins. Therapeutic drug monitoring (TDM) for EFV revealed a

trough level of 18, 341 ng/mL. All medications were stopped and AST

normalised in 3 weeks. TB treatment was recommenced and completed

without further side effects. Subsequently she went on Lopinavir/

Ritonavir based HAART. Genetic analysis revealed that she was

homozygous G/G genotype at position G516T.

Conclusions: CYP2B6 G516T polymorphism is more prevalent in Black

Africans and is associated with high plasma levels of EFV (i.e. TT > GT >

GG). This should be carefully considered before dose escalation of EFV

with Rifampicin. In the absence of routine genotyping, clinicians should

have a low threshold for early TDM to avoid drug toxicity in at risk

patients.

P65
Compliance with BHIVA hepatitis co-infection
guidelines
F Basheer and E Gkrania-Klotsas

University of Cambridge Hospitals NHS Trust, Cambridge, UK

Background: BHIVA has published guidelines regarding the diagnosis

and management of HIV co-infection since 2004.

Methods: Our clinic is currently caring for approximately 300 HIV

patients. Only the 185 patients with an HIV diagnosis made in 2003-

2007 were included. All the patient’s notes were manually reviewed. The

hospital computer system was checked for results under that patient’s

official medical record as well as the code number of the patient in the

HIV clinic.

Results: Full data were available for 168 out of the 185 patients. A.

Hepatitis B: The Hepatitis B Surface Antigen (HBSAg) was negative for

144 (86%) of patients, not checked for 19 (11%) of patients and positive

for 5 (3%) of patients. Anti-HB-core antibody was negative for 102

patients (61%), not checked for 29 (17%) patients and was positive for

37 (22%) of patients. Anti-HBS antibody was not checked for 122 (73%)

of patients. Very few patients were immunized if negative for Hepatitis B

and remaining at risk while a very small minority had antibodies checked

for successful immunization. B. Hepatitis C: the hepatitis C antibody was

negative for 127 (76%) of patients, positive for 5 (3%) of patients,

indeterminate in 2 (1%) of patients and not checked for 34 patients

(20%). Hepatitis C RNA was checked in only 4 patients with negative

antibodies (4%) although approximately a third had CD4 counts less than

200 /lL on presentation.

Conclusions: Compliance with BHIVA guidelines remains poor, 3 years

after guideline publication. The incidence of liver-related mortality has

increased substantially since HAART was introduced. A National Audit of

compliance with BHIVA guidelines is necessary.

P66
HIV, hepatitis B and hepatitis C coinfection in Kenya
R S Harania1, J Karuru1, M Nelson2 and J Stebbing2

1Aga Khan University Hospital, Nairobi, Kenya, 2Chelsea and Westminster
Hospital, London, UK

Background: As there are few data regarding hepatitis and HIV

coinfection in Africa, we investigated this further in a cohort of HIV-

seropositive individuals attending the Aga Khan University Hospital,

Nairobi, Kenya.

Methods: We performed hepatitis B virus (HBV) and hepatitis C virus

(HCV) serologies in consecutive HIV-infected individuals attending clinic.

Participants also completed a questionnaire.

Results: In 378 HIV seropositive individuals, 23 (6%) were HBV and HIV

coinfected, 4 (1%) were HCV and HIV coinfected and one patient was

infected with all three viruses. Coinfected individuals were more likely to

be male and older (P < 0.05); a lack of HBV vaccination was a risk factor

for HIV/HBV coinfection (P = 0.001). Drug use and sexual behaviour did

not appear to be a risk factor for coninfection. Treatment with tenofovir

containing antiretroviral regimens was more effective than lamivudine

containing regimens at reducing HBV viral load (P = 0.003).

Conclusions: Coinfection with HCV was less common than in European

or American cohorts. Further work on the prevalence, incidence and

treatment of hepatitis and HIV coinfection in larger cohorts in Africa are

required.

P67
Screening HIV patients from sub-Saharan Africa for
tropical infections: a retrospective review
P Lillie, R Bazaz and J Greig

Department of Infection and Tropical Medicine, Royal Hallamshire
Hospital, Sheffield, UK

Background: With many HIV patients in the UK originating from Sub-

Saharan Africa, there is potential for co-infection with tropical

infections. Our department has a policy of screening newly diagnosed

HIV patients from Africa for tropical infections by performing serological

blood tests for schistosomiasis, strongyloides, filariasis and leishmaniasis,

together with a stool examination.

Methods: Retrospective case note review of available notes of Sub-

Saharan African patients presenting between March 2001 and October

2007. Demographic, clinical and laboratory data were collected. Fishers

exact test and t-tests were used to analyse the data.

Results: One hundred forty six patients, from 22 different countries,

were reviewed. 84 patients had a full serological screen. 12 of 121 (9.9%)

of patients tested had positive schistosomiasis serology. Those with

positive schistosomiasis serology had a higher mean eosinophil count at

the time of HIV diagnosis, (0.48 versus 0.12 · 10 lL P < 0.0001) and

were more likely to be male (75% versus 28.4% P < 0.05). There was no
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relationship between positive schistosomiasis serology and age, country

of origin, initial CD4 count, symptoms at diagnosis or baseline

haemoglobin concentration. three of 38 patients had positive stool

samples and two of 107 had positive strongyloides serology. There were

no positive results for 108 patients screened for leishmaniasis and 97

screened for filiariasis.

Conclusions: One in 10 patients from Africa had positive schistosomiasis

serology. We would recommend screening for schistosomiasis in newly

diagnosed African HIV patients. These results do not support the use of

routine serological tests for filariasis and leishmaniasis and such tests

should only be used as symptoms suggest.

P68
The use of tenofovir/ emtricitabine for treatment of
hepatitis B amongst patients with HIV/HBV
co-infections when compared with
lamivudine/zidovudine
K Manavi1, P Nall1, S Barrett2, S Allan3, M Pegorie2 and P Bangerh2

1University Hospitals Birmingham, Birmingham, UK, 2Heart of England
Foundation Trust, Birmingham, UK, 3Coventry and Warwickshire
Hospitals, Coventry, UK

Background: Aiming for full suppression of HBV when treating HIV/HBV

co-infected patients has been recommended by the guidelines. The

combination of tenofovir and emtricitabine [truvada�] offer an easy to

take combination for such patients. The aim of the present study was to

compare anti-HBV effect of tenofovir/emtricitabine [truvada�] with

lamivudine in a group of HIV/HBV co-infected patients.

Methods: Study on HIV/HBV co-infected patients attending three GUM

centres. Data on patients on truvada and efavirenz were compared with

historical data on patients on lamivudine/zidovudine [combivir�] and

efavirenz.

Results: Data from 25 patients treated with truvada� for 96 weeks

were compared with those of 33 patients on combivir� treated for the

same duration. Full HBV suppression (<400 copies/mL) was achieved

amongst 52% of patients on truvada� compared to 15% of patients on

combivir� (P = 0.004). Hep B viral load <2000 copies/mL were

documented amongst 21% and 68% of patients on combivir� and

truvada� respectively (P = 0.0005). HIV viral suppression (<50 copies/

mL) was achieved in 76% of patients on truvada� and 67% of those on

combivir� (P = 0.563). Failure to achieve HBV suppression was less likely

amongst patients with plasma HIV viral suppression <50 copies/mL [(OR:
0.03 95% CI: 0.001-0.630; P = 0.02)] on Cox’s regression.

Conclusions: Full HBV suppression was more likely amongst patients

treated with truvada� in our cohort. Successful HBV treatment in HIV/

HBV co-infected patients was more likely with full HIV suppression.

P69
Hepatitis C (HC) viraemia following sustained virological
response (SVR) to Pegylated Interferon (PEG-IFN) and
Ribavarin (RBV) in HIV positive men who have sex with
men (MSM) – re-infection or late relapse?
R Jones1, E Lowe1, A Rodger2, D Brown2, S Bhagani2, M Nelson1 and

D Asboe1

1Chelsea and Westminster NHS Foundation Trust, London, UK, 2Royal
Free and University College Medical School, London, UK

Background: The rise in acute HCV in HIV+ MSM is well known. We

report on a group of acutely co-infected MSM presenting with HC

viraemia after SVR following initial infection. We hypothesise that the

HC viraemia was likely to be due to re-infection, following sexual

exposure, rather than late relapse.

Methods: Databases of two hospitals were interrogated to reveal

individuals with confirmed HC viremia following SVR to initial HCV

infection. SVR was defined as undetectable HCV PCR for ‡6 months. Viral

RNA was extracted from paired sera. E1/E2 regions were amplified by

RT-PCR and sequenced. A phylogenetic tree was constructed from the

paired sequences, facilitating genotypic comparison between the

patients’ viruses and unrelated Genebank E1/E2 sequences. STI diagnoses

during SVR were recorded.

Results: Of 211 co-infected individuals,16 had ‡2 episodes of HCV

infection, the second detected following a rise in ALT. All were MSM with

a mean length of SVR of 20 months(6–36). All 16 received PEG-IFN/RBV

following the first infection. Eight individuals had paired, amplifiable

samples. Phylogenetic analysis revealed two individuals with closely

related sequences. The remaining six had divergent, paired sequences

likely to represent re-infection with a different strain. All but two

individividuals had ‡1 STI during the period of SVR.

Conclusions: Six out of eight individuals were re-infected with a

different strain. Re-infections were likely related to ongoing high-risk

sexual activity. The clustering indicates that this is a relatively closed

population, exchanging HCV within the cohort. In 2 cases, the strains

were closely related indicating either late relapse or possible re-infection

from a common source. Of note, since collecting this data, three further

cases of potential re-infection have been identified. Their samples will be

analysed and included.

P70
HIV co-infection in patients presenting with
pneumococcaemia in an area bordering East London
M Melzer1, T Tricot2 and B Black3

1King George Hospital, Essex, UK, 2The Princess Alexandra Hospital,
Essex, UK, 3Newham University Hospital, Newham, UK

Background: Of the 70 000 adults in the UK living with HIV, one third

remain undiagnosed. Previously, British HIV Association audits have

demonstrated that 35% of HIV related deaths are due to late diagnoses.

Recently, the Chief Medical Officer for England highlighted the need for

early HIV diagnosis in specialities such as thoracic medicine. We aimed to

determine the overall HIV co-infection rate and incidence of new HIV

diagnoses in patients with pneumococcaemia.

Methods: Between 2003-December 2006, at King George Hospital

(KGH), patients with pneumococcaemia were identified. Information

collected included patient demographics, sites of infection, HIV test

results, haemoglobin, lymphocyte and platelet counts. Missing data was

captured through hospital pathology administration systems, pathology

systems and telephoning patients.

Results: Ninety seven patients had pneumococcaemia. Overall, nine

(9.3%) tested HIV seropositive, five (5.2%) of whom were already known to

be HIV seropositive. Nine additional patients were HIV tested; four (44.4%)

tested HIV seropositive and five HIV -ve. Among the four newly diagnosed

HIV seropositive patients, mean CD4 counts were 263 · 10(6)/L and viral

loads 108551 genomic copies/mL. Compared to HIV seronegative patients,

HIV seropositive patients were significantly more likely to be aged

16–50 years, be born in Sub-Saharan Africa and have elevated globulins.

There was no difference in 30-day mortality.

Conclusions: In patients presenting to KGH with pneumococcaemia,

there is an opportunity to diagnose HIV at an early stage of infection.

Due to limited testing, a larger study to determine the true prevalence of

HIV in patients with pneumoococcaemia is required.

P71
Long-term efficacy and safety of tenofovir in HIV/HBV
co-infected patients in a clinical setting
A Rodger, AM Geretti, A Garcia, A Corr, M Haines, G Slapak,

M Johnson and S Bhagani

Royal Free Hospital, London, UK

Background: Tenofovir has demonstrated efficacy against both Human

Immunodeficiency Virus (HIV) and Hepatitis B virus (HBV), but data on

efficacy against HBV co-infection are limited and there remain some
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concerns about long-term renal toxicity. We report our experience with

85 co-infected patients treated with tenofovir over a median follow up

period of 51 months.

Methods: All HBsAg positive co-infected patients treated with tenofovir

in our unit for at least 6 months from 2002 to 2007 were reviewed

retrospectively. HBV DNA load was measured by real-time PCR (lower

limit of quantification 50 copies/mL).

Results: Median age was 42 years and 83% were male. Median CD4

count was 436 (IQR 320–668). 56% (n = 48) were HBeAg positive.

Twelve (14%) had HCV co-infection and three hepatitis Delta

co-infection. 47 (55%) were 3TC experienced at the time of starting

tenofovir and 27/47 (57%) had previously failed 3TC therapy. Median

HBV DNA fell from 3.52 million copies/mL at initiation of tenofovir to 50

copies/mL at maximal follow up. 83% had HBV DNA <100 copies at

maximal follow up. Median estimated glomerular filtration rate did not

change during treatment (91mls/min versus 90mls/min). Alanine amino-

transferase levels significantly decreased from a pre-treatment mean of

72mmol/L to 22 mmol/L at maximal follow up (P = 0.001). There were no

tenofovir associated adverse events and no discontinuations due to renal

toxicity.

Conclusions: We report that tenofovir is safe and effective in co-

infected patients with a median follow up of 4.3 years. Overall 83% of

co-infected persons achieved long term suppression of HBV DNA with a

significant improvement in liver function. None of those who achieved

virological suppression subsequently rebounded. Renal function remained

stable during follow up and no subjects had to stop tenofovir due to

adverse events.

P72
Assessment of staging of liver fibrosis by transient
elastography in HIV-positive patients with chronic liver
disease using liver biopsy as the gold standard
A Rodger1, T Fernandez1, G Slapak1, G Dusheiko1, MA Johnson1,

C Sabin2 and S Bhagani1

1Royal Free Hospital, London, UK, 2University College London, London, UK

Background: Transient elastography is a non-invasive method of

measuring liver fibrosis by measurement of liver stiffness. The technique

has not been fully evaluated and there is little data in patients with HIV.

The aim of this ongoing prospective study is to evaluate the accuracy of

liver stiffness measurement in patients with HIV and liver disease using

liver biopsy as the gold standard.

Methods: Thirty HIV positive patients with chronic liver disease have

been studied to date. Aetiologies of chronic liver disease were hepatitis B

or C co-infection, alcohol or steatosis. Liver fibrosis was evaluated using

the METAVIR scoring system. Fibroscan measures of <7.9 Kpa were used

as the cut off for no or minimal fibrosis (F0/1) and >11.9Kpa as the cut

off for severe fibrosis (F4).

Results: Twelve subjects had liver biopsy scores of F0/1 and 16 had

scores of F3/4 . Stiffness was significantly correlated to stage of fibrosis

(r = 0.68, P < 0.0001). Median values for F0/F1 were 5.6 Kpa (range 3.6–

10.2) and for F4, 14.3 Kpa (range 7.8–67.9). Using a cut- off value of 11.9

KPa, patients with cirrhosis (F4) were detected with a positive predictive

value (PPV) of 75% and a negative predictive value (NPV) of 91%. For

moderate or severe fibrosis (>F2) a cut off of >7.9 Kpa gave a PPV of 92%

and a NPV of 76%. Minimal fibrosis (F0/F1) was detected with a PPV of

61% and a NPV of 92%.

Conclusions: FibroScan is a reliable method for the diagnosis of

significant fibrosis (>F2) and cirrhosis (F4) in HIV positive patients with

chronic liver disease. This technique can effectively inform clinical

decisions on the need to proceed to treatment for viral hepatitis co-

infection or liver biopsy. The ability of fibroscan to monitor progression or

regression of fibrosis over time in individual patients needs further

assessment.

P73
The experience of a Birmingham city centre clinic in the
management of mycobacterial tuberculosis in an HIV-
infected population
N Lewis, R Whitmill and K Manavi

Selly Oak Hospital, Birmingham, UK

Background: Audit on the management of patients with TB/HIV against

the BHIVA guidelines.

Methods: All HIV infected patients with culture proven mycobacterial

infection between May 2004 and November 2007 were included.

Demographics were recorded and the management of each patient was

evaluated against the BHIVA guidelines TB/HIV coinfection.

Results: Eighteen patients were included in this study. The majority of

patients were heterosexual Africans. In 12/18 of the cohort the diagnosis

of TB was preceeded by the diagnosis of HIV by a median of 90 (1–303)

days. Half of patients had advanced HIV infection with 16 patients

meeting the BHIVA criteria for commencement of HAART.

Despite 12 of patients having an abnormal CXR in only three cases was

the sputum smear positive for acid fast bacilli.

Seventeen patients completed the induction phase and 14/18 completed

the maintenance phase. The median duration of treatment was six (5–14)

months. Visual acuity was evaluated in 5/18 patients. Rifabutin based

regimes were started on three patients as 150 mg/3 times a week.

Rifabutin levels were inadequate in two patients. Adverse events were

documented in six patients as follows - peripheral neuropathy(2),

gastrointestinal disturbance(2), hepatitis(2) but these were only severe

enough to halt treatment in two patients. IRIS was evident in four

patients all of whom had CD4<200 cells/mm3 at the time of their initial

diagnosis.

Conclusions: Evaluation of visual acuity proved to be the least adhered

to aspect of the management of TB/HIV coinfection in our centre. A

proportion of patients may need extra-social support for completing

anti-TB treatment course.

P74
Evaluation of HIV-infected patients for latent or
subclinical tuberculosis with the T-SPOT�.TB (Elispot)
test
N Garrett, M Kall, T Ashcroft, I Reeves and J Anderson

Homerton University Hospital NHS Foundation Trust, London, UK

Background: The World Health Assembly recommends detection of

latent tuberculosis infection (LTBI) in all those with HIV infection with a

view to preventive treatment. Anergy to tuberculin is common in those

with HIV infection. The aim of this study was to investigate the use of T-

SPOT.TB� in an HIV clinic.

Methods: HIV+ patients with no suspicion of active or past history of

tuberculosis (TB) were offered the Elispot test. Patients testing positive

were referred to a specialist TB physician for further assessment.

Results: One hundred three samples were tested: 14 failed (13.5%). Of

the remaining 89 tests, 12 (13.5%) were reactive and 77 (86.5%) non-

reactive. 10 (83.3%) of those with a reactive result originated from Sub-

Saharan Africa. Age, sex and mean CD4 counts (449 versus 448 cells/lL)

were similar in reactive and non-reactive groups. Prophylactic isoniazid

was commenced in six patients. Two patients were suspected of having

active TB and in one a diagnosis of miliary TB was confirmed. One patient

refused treatment and three are awaiting assessment. Side effects of

treatment were reported by only one patient.

Conclusions: T-SPOT�.TB offers new options for the detection of LTBI in

HIV+ patients, which may be important in preventing active disease. The

prevalence of LTBI was expected in our clinic with a large number of

migrants from countries with high TB incidence. Routine use of the test

resulted in the detection of active TB in a patient with no prior clinical

suspicion of disease.
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P75
Use of entecavir (ETV) in HIV and hepatitis B virus (HBV)
co-infected individuals
VF Harding, C Bell, J Underwood, A Scourfield, F Ogilvie, E Lowe,

R Jones and M Nelson

Chelsea and Westminster Hospital, NHS Foundation Trust, London, UK

Objectives: ETV is a nucleoside analogue approved for the treatment of

HBV, which has recently been indicated in the development of HIV

resistance in co-infected individuals not receiving HAART. We update an

earlier study to examine the use of ETV in HBV/HIV co-infected

individuals.

Methods: We examined the HBV DNA, Alanine transaminase (ALT), HBe

Antigen (Ag) and Antibody (Ab) of eight individuals on HAART who

received ETV. All patients had previously virologically failed Lamivudine

and all had switched from Tenofovir (five due to reduced GFR, one bone

toxicity and two HBV virological failure).

Results: One individual was lost to follow up at 1 month. All of the

participants had an HIV viral load <50 copies/mL at baseline and at

9 months. The mean CD4 count at baseline was 696 (range 194–1205)

cells/mm3.

Months 0 3 6 9

n 8 7 7 7

HBV DNA <500 4 3 4 4

HBeAb + ve 0 0 0 0

HBeAg + ve 5 5 4 4

ALT normal range 3 4 5 5

Conclusions: All patients had previously failed on Lamivudine treatment,

which reduces susceptibility to Entecavir. Of the individuals receiving

Entecavir, three of the four with baseline undetectable levels remained

undetectable. Of the three who failed Tenofovir and Lamivudine

treatment and were not undetectable at baseline, one was able to fully

suppress the virus on Entecavir. Our study suggests that Entecavir may be

useful in the therapy of HBV/HIV co-infected individuals with HBV

resistance.

P76
Retrospective descriptive cohort study of HIV/ TB
co-infection in a high income country and ethnically
diverse urban HIV cohort 2004-07: outcomes,
complications, morbidities, resistance
R O’Connell1, R Varma1, L Hijazi2, S Limb3, J Anderson4, F Drobniewski5 and

C Orkin1

1Barts and the London NHS Trust, London, UK, 2Whipps Cross Hospital,
London, UK, 3Newham Hospital, London, UK, 4Homerton Hospital,
London, UK, 5Mycobacterial Reference Unit, London, UK

Background: HIV/TB co-infection has high morbidity. Treatment is

complicated by complex overlapping drug toxicities and interactions.

This persists in the era of HAART.

Methods: Retrospective review of case notes, electronic patient records

and microbiological data using Access.

Results: 83 cases were identified. 60/83 (78%) African, (compared to

26.2% of HIV cohort). 40/83 (48%) female. Clinical presentations

included: 51 pulmonary, 21 lymph node, 14 neurological, 11 dissemi-

nated, 12 abdominal. Outcomes: 79% finish/cure, 6 (7%) deaths, 9%

transfer/default, 19 ongoing treatment. Microbiological confirmation in

63/83 (76%): 37 AFB positive, 48 culture positive. No additional

diagnostic benefit from PCR testing if AFB/culture negative. 22% on

rifabutin with comparable outcomes. Confirmed TB resistance in 12

(14.5%): 3 cases to 4 drugs; 1–3 drugs; 7–1 drug. Hepatitis B and/or C

co-infection 17% of cohort. Hepatotoxicity requiring treatment

interruption 15/83 (18%). 12/83 (14%) diagnosed with IRIS with

significant morbidity: 10/12 required prednisolone, surgical or radiolog-

ical intervention in 25%. 45/83 (55%) known HIV positive at time of TB

diagnosis, of which 58% on antiretrovirals (ARV’s). Patients with a new

diagnosis of HIV at TB diagnosis presented with more advanced HIV, and

had higher toxicity and treatment interruption rates (30% versus 17.3%

of known HIV positives).

Conclusions: In this cohort there is notable TB drug resistance.

Significant morbidity persists in both newly diagnosed HIV patients and

those known to have HIV, including those on ARVs. However, simulta-

neous HIV/TB diagnoses have higher morbidity and toxicity, suggesting

case finding and earlier diagnosis would be advantageous.

P77
Outcomes of HCV treatment in HIV co-infected patients
treated in two UK clinics: the effect of abacavir
co-administration
AC Bailey1, WC Loke2, K Nambiar3, DR Churchill3, R Kulasegaram2 and

M Fisher3

1King’s College Hospital, London, UK, 2Harrison Wing, St Thomas’
Hospital, London, UK, 3BSUH NHS Trust, Brighton, UK

Background: Standard dose pegylated interferon and weight-based dose

ribavarin for Hepatitis C (HCV) treatment in HIV co-infected patients is

currently recommended for moderate to severe liver damage and

considered for mild disease. Randomised controlled trials have shown

sustained virological response (SVR) rates of 11-29% for genotype 1 and

43-73% in genotype non-1. Abacavir use has been associated with non-

response to HCV treatment in a number of these studies. We present

treatment outcome data for HCV in HIV co-infected patients from 2 UK

clinics, including stratification by abacavir use.

Methods: Retrospective casenote review of all co-infected patients

treated for HCV from 1/12/01–1/12/06. Data were analyzed in Microsoft

Excel. Patients were stratified by abacavir use and by SVR. A Fisher exact

test was performed.

Results: Of 29 patients treated, 23(82%) were male with median age

41 years. 9(31%) were previously intravenous drug users.23/29(79.3%)

had genotype 1/4 and 6/29 (20.7%) had genotype 2/3. Median baseline

CD4 = 414cells/mm3 (range: 291–1018). 18(64.2%) were on antiretro-

virals at baseline, 16(88.9%) with undetectable HIV viral load. 23 (79.3%)

completed planned treatment. 7(24%) required dose reduction, 2(7%)

erythropoietin and 1(3.4%) blood transfusion. SVR rates for acute HCV (8

genotype 1/4) and chronic HCV all genotypes, genotype 1/4, genotype 2/

3 were: 6/9(66.6%), 13/20(65%), 8/15(53.3%), 5/5(100%).11/29 patients

were exposed to abacavir. 4/11(36%) had an SVR, compared with 15/18

(83%) unexposed (P = 0.017 Fisher exact test).

Conclusions: SVR rates in this population compare favourably to larger

studies. However, the SVR rate for the abacavir-exposed patients is

reduced, in keeping with published data.

P77A
Factors affecting tolerability of TB medications in
HIV-positive patients
A Jackson, C Ni Cheallaigh, J Thornhill, JG Parker, A O’Reilly,

S Clarke and C Bergin

Dept of GU Medicine and Infectious Diseases, St James’s Hospital, Dublin,
Ireland

Introduction: TB infects one third of the world’s population. Therapy is

complicated by side effects. The GUIDE clinic provides care for ~2500 HIV

patients (pts). The department manages all TB in the HIV cohort and all

extra-pulmonary TB and some pulmonary infections in HIV- pts. The unit

provides on-site dispensing of TB and HIV medications.

Methods: We review the outcome for 64 pts, 58% of who were HIV+.

Clinical, laboratory and demographical parameters were reviewed. Data

were analysed using Epi Info and Excel.
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Results: 64 patients were treated. 37 (58%) HIV positive. 48% of HIV-

pts were from Indian subcontinent, 15% Sub-Saharan Africa (SSA), 15%

Irish. 65% of HIV+ pts were from SSA , 27% from Ireland. 40%

of patients had side effects: 8/27 (30%) in the HIV negative cohort and

18/ 37 (49%) of the HIV positive cohort. 63% (5/8 pts) of the HIV

negative cohort needed treatment change/interruption, compared with

78% (14/18pts) of the HIV+ cohort. 9/37 HIV+ pts developed severe

hepatitis. No HIV- pts developed hepatitis requiring therapy change.

Reasons for discontinuation included skin rash, liver flare, and/or nausea/

vomiting. 25/37 HIV pts were not on HAART at the time of TB diagnosis.

56% developed side effects, compared to 38% in those already on

HAART. Mean CD4 was 220 in those without, 193 in those with

significant side effects (P = 0.6). Women had more side effects(44%

versus 24% in HIV-; 57% versus 36% in HIV+). Neither ethnicity nor viral

hepatitides (active or inactive) had a statistically significant effect on the

likelihood of side effects. 63 pts had a successful outcome.

Conclusions: Side effects are common. In our experience they increase

with HIV co-infection (P = 0.15) and female gender (P = 0.06). Outcome

is favourable when pts are cared for in a specialised unit.

P78
Acute systemic lupus erythematosus (SLE) following
pneumococcal vaccine in an HIV-positive patient
M Mina, S Bhaduri, A Rai and M Roberts

Worcestershire Royal Hospital, Worcester, UK

Case presentation: A 42-year old Thai female was diagnosed HIV+ in

1999. She presented following a miscarriage in 2003 and over the

following 2 years there was a gradual decline in CD4 count. At a CD4 of

209 cells/mL and HIV viral load of 568, 627 copies/mL, HAART was

commenced with Truvada and atazanavir boosted with ritonavir.

In August 2007 with a CD4 count of 247 and an undetectable HIV viral

load, a first dose of pneumococcal polysaccharide vaccine (Pneumovax II)

was given. Three days later arthralgia developed of the left hand,

tenderness over the lower rib cage and intermittent fevers. Over the next

2 weeks, pitting oedema occurred over the hands and ankles, with

multiple discrete cutaneous lesions on the lower legs. Blood pressure was

150/90 with moderate to severe proteinuria. Antinuclear antibodies were

positive at 1/6400 and homogenous, DNA antibodies 910.2 IU/mL with

positive Smith antibodies and normal antihistone antibodies. Renal

biopsy confirmed lupus nephritis, class III. Her symptoms abated with

prednisolone and mycophenolate.

Discussion: We suggest that the pneumococcal vaccine triggered SLE in

the context of immune reconstitution on HAART. SLE has only once been

reported following pneumococcal vaccine and has not been described in

this context with HIV.

P79
Meta-analysis of first-line HAART with NRTIs plus
boosted PIs in 2801 patients: effects on rises in lipid
parameters
A Hill1, W Sawyer2 and B Gazzard3

1Liverpool University, Liverpool, UK, 2SEARCH, Bangkok, Thailand,
3Chelsea and Westminster Hospital, London, UK

Introduction: Treatment with ritonavir boosted protease inhibitors (PI/r)

and nucleoside analogues (NRTI) leads to rises in lipids, which might

increase cardiovascular risk.

Methods: A MEDLINE search identified 9 clinical trials of first-line

HAART with standardised 2 NRTI + PI/r regimens and mean lipid data

available. For each trial, baseline demographics and mean change from

baseline in total cholesterol (TCHOL), LDL, HDL and triglycerides (TRIGS)

were recorded (all units mg/dL). The PI/r used were ATV/r (n = 253), DRV/

r (n = 343), SQV/r (n = 168), fAPV/r (n = 617) and LPV/r (n = 1420). The

NRTI backbonse used were TDF/FTC (n = 1312), ABC/3TC (n = 1125) and

d4T/3TC (n = 364). Inverse-variance weighting was used to provide

estimates of combined study results and tests of heterogeneity, with

multivariate analysis to determine independent predictors of lipid

changes.

Results: Trials were well balanced for mean baseline TCHOL (159 mg/dL),

LDL (95 mg/dL ), HDL (37 mg/dL ) and TRIGS (125 mg/dL). In multivariate

analysis, the two main predictors of lipid rises were NRTI backbone (TDF/

FTC versus ABC/3TC or d4T/3TC, P < 0.001) and type of PI used (SQV/r,

ATV/r or DRV/r versus LPV/r or fAPV/r, P < 0.001). For example, use of

LPV/r or fAPV/r led to higher rises in TCHOL (+15), LDL (+3) and TRIGS

(+50) versus use of ATV/r, DRV/r or SQV/r. Use of ABC/3TC or d4T/3TC led

to higher rises in TCHOL (+20), LDL (+10), HDL (+6) and TRIGS (+19),

versus use of TDF/FTC.

Conclusions: 1st-line HAART with LPV/r and fAPV/r were associated with

greater rises in TCHOL, LDL and TRIGS, compared with either DRV/r, ATV/r

or SQV/r. The NRTI backbones of ABC/3TC or d4T/3TC led to significantly

greater rises in all four lipid parameters, relative to TDF/3TC.

P80
Changes of renal function of antiretroviral naı̈ve
patients starting on tenofovir/emtricitabine compared
with zidovudine/lamivudine in combination with
efavirenz
K Manavi1, S Barrett2, A McDonald1, N Wickramsinge2, H Fotiou2,

B Kumari3 and S Das3

1University Hospitals Birmingham, Birmingham, UK, 2Heart of England
Foundation Trust, Birmingham, UK, 3Coventry and Warwickshire
Hospitals, Coventry, UK

Background: To compare the frequency and severity of renal toxicity in a

group of anti-retroviral naı̈ve HIV infected patients with normal renal

function at baseline who started tenofovir/emtricitabine or zidovudine/

lamivudine with efavirenz in three large centres.

Methods: Retrospective longitudinal non-randomised study on consec-

utive ART- naı̈ve patients on efavirenz with tenofovir/ emtricitabine

(Truvada�) efv/tru or zidovudine/ lamivudine (Combivir�) [efv/com].

Glomerular filtration rate (GFR) was estimated by using MDRD equation

on three monthly basis.

Results: A total of 93 patients on efv/tru and 67 on efv/com were

followed up for 48 weeks. At week 48 none of the patients had GFR of

less than 60 mL/min. The median creatinine level at week 48 was 92

(81–103) lmol for efv/truv and 86 (80–95) lmol [P < 0.04].

Conclusions: The use of tenofovir with emtricitabine and efavirenz in

ART-naı̈ve patients was not associated with clinically significant renal

abnormality amonsgt our patients. Impact of tenofovir on renal function

may be limited in the absence of other risk factors.

P81
Sarcoid-like immune restoration inflammatory
syndrome (IRIS) presenting with hypercalcaemia and
renal failure in HIV infection
J Okosun, F Martin, M Murphy, C Orkin and J Moore-Gillon

Barts and the London NHS Trust, London, UK

True sarcoidosis is rare in HIV infection. However, sarcoid-like lesions have

been associated with IRIS in HIV patients treated with highly active anti-

retroviral therapy (HAART). We report the case of a 35-year-old Caucasian

man presenting with features suggestive of sarcoidosis, shortly after

commencing HAART. In 2007, he presented with constitutional symptoms

and was diagnosed with HIV infection. His CD4 count was 23/mm3 and he

was commenced on Truvada and ritonavir/fosamprenavir. By week 8 this

had risen to 103/mm3. After an initial clinical improvement he developed

pancytopenia and hypercalcaemia requiring bisphosphonate treatment. A

bone marrow biopsy demonstrated multiple non-caseating giant cell

granulomata. Sparse acid fast bacilli (AFB) were seen, but not cultured. He

was commenced on anti-mycobacterial therapy. Two months later he

re-presented with hypercalcaemia, tender hepatosplenomegaly, arthralgia

ª 2008 British HIV Association, HIV Medicine, 9 (Suppl. 1), 10–50

Poster Abstracts 31



and renal failure. Serum ACE was elevated at 139 IU/L (10–70). Renal

ultrasound showed enlarged kidneys suggestive of acute nephritis. A liver

biopsy showed non-caseating ‘naked’ granulomata with occasional

multinucleated giant cells suggestive of sarcoidosis. Stains for AFBs and

other micro-organisms were negative. Anti-mycobacterial therapy was

continued. He was commenced on high dose oral corticosteroids with

clinical improvement, normalisation of calcium levels and renal function

and resolution of his pancytopenia.

Conclusions: In this case, mycobacterial infection may have been the

triggering agent in a patient who presented with clinical, biochemical and

histological features consistent with sarcoidosis, and who responded to

corticosteroid therapy. This case highlights the diagnostic difficulty and

management complexity of patients with advanced HIV disease and IRIS.

P82
Sub-clinical nephropathy in HIV-positive patients
treated with tenofovir or non-tenofovir containing
anti-retroviral therapy regimens
AM Hall1, SG Edwards2, M Lapsley3, K Chetty2, S O’Farrell2, JO Connolly1,

RJ Unwin1 and IG Williams1

1University College London, London, UK, 2Camden Primary Care Trust,
London, UK, 3Epsom and St Helier University Hospitals, London, UK

Background: Renal tubular dysfunction with elevated urinary excretion

of low molecular weight proteins has been associated with HIV infection

and ART. We investigated whether patients on tenofovir (TDF), but with

no overt renal disease, had increased levels of sub-clinical proteinuria

Methods: Patients with absence of dipstick proteinuria and serum

creatinine <130 lmol/L, on ART (VL <400 copies/mL) or ART naı̈ve were

recruited. Spot urine samples were screened for: i) Urine Albumin (Alb);

ii) Retinol binding protein (RBP); iii) N-acetyl-beta-D-glucosamini-

dase(NAG); iv) Urine protein /creatinine ratio (P/Cr).

Group Median

(range)

P/Cr

mgs/mmol

NAG

lmol/hour/mmolCr

RBP

lg/mmolCr

ART naı̈ve (n:10) 10 (5–16) 25.6 (9.3–325) 11.0 (3.3–448.5)

TDF (n:24) 14.5* (0–64) 70.4* (18.8–1226.2) 84.6# (4–1001.8)

non-TDF (n:18) 11 (0–24) 59.4 (1.4–958.9) 10.5 (3.5–693.4)

*significant diff: NAG: TDF versus Naı̈ve; P < 0.05; Pc/Cr: TDF versus Naı̈ve or Non-

TDF; P < 0.05; #RBP: TDF versus Non-TDF; P : 0.08.

Results: 52 patients were recruited: median (range) age 43 years

(28–69), 92% male, CD4 count: 380 · 106/L (20–1060). Elevated levels

of RBP/NAG and/or Alb excretion versus Pr/Cr: ART naı̈ve: 60% (6/10)

versus 25% (2/8); TDF: 96% (23/24) versus 64% (14/22); no TDF: 94%

(17/18) versus 19% (3/16).

Conclusions: Sub-clinical proteinuria is common in HIV patients, and

may not always be detected by standard P/Cr tests, patients on TDF may

have a higher risk than those not on TDF, the clinical significance of this

is uncertain.

P83
Vitamin D deficiency presenting with
hypophosphatemia, bone pain and a raised alkaline
phosphatase in a patient on tenofovir
K Klassen and S Portsmouth

Imperial College Healthcare NHS Trust, London, UK

Background: Vitamin D deficiency may be more common in HIV

infection than previously considered. There is also evidence that vitamin

D deficiency is widespread in the UK. Tenofovir can cause phosphaturia

and so vitamin D deficiency could be mistaken for tenofovir renal effects.

Case report: We report a 67-year-old Somalian woman who was taking

truvada and efavirenz. In 2005, she complained to her HIV Specialist

Consultant and her GP of severe hip pain and was referred to an

orthopaedic specialist. Her pelvic x-ray was normal, however she was

found to be hypophosphatemic (0.64 mmol/L) and have a raised Alkaline

Phosphatase (500 u/L). The possibilty of tenofovir associated phoshate

wasting was considered. Subsequently, her vitamin D levels were

measured and she was found to be severely vitamin D deficient

(<15 nmol/L) and with secondary hyperparathyroidism (74.6).

Outcome: Truvada and efavirenz was continued and she was supple-

mented with 15 lg of vitamin D. The patient experienced a rapid clinical

resolution. Her phosphate increased to within normal range (1.23) and

her alkaline phosphatase lowered as well.

Conclusion: Vitamin D deficiency should be considered and ruled out in

pateints presenting with a low phosphate and raised alkaline phosphatase.

P84
A prospective study of 48 weeks in metabolic and
anthropometric changes in HIV patients who had
tenofovir containing HAART in a regional outpatient
setting
JP Wembri, J Wotherspoon, ML Schmid, MH Snow and ELC Ong

Newcastle General Hospital, Newcastle upon Tyne, UK

Objective: The aim was to assess the effect of tenofovir containing

highly active antiretroviral therapy (HAART) on body mass index, glucose

tolerance and lipids.

Methods: We prospectively enrolled a cohort of adult HIV patients

either starting or switching to a tenofovir containing HAART. Anthro-

pometric measurements, bioelectrical impedance analysis, fasting glu-

cose and fasting lipids were taken at baseline and at regular intervals

until 48 weeks.

Results: 22 patients (18 male, mean age 41) were included, 6 were

excluded due to protocol violations. 3 patients were started on anti-lipid

therapy during study period. 18 were treatment experienced patients.

Parameters n Baseline ±SD 48 Weeks ±SD P value

BMI (kg/m2) 22 24.6 ± 4.7 25.8 ± 4.9 0.002

W/H ratio 21 0.91 ± 0.09 0.93 ± 0.10 0.081

Body fat mass (kg) 18 17.4 ± 10.4 19.9 ± 10.8 0.008

Body fat percentage (%) 18 24.0 ± 10.7 26.6 ± 11.3 0.023

BIA (amps) 18 537 ± 124 535 ± 104 0.924

F. glucose (mmol/L) 16 4.9 ± 0.5 5.0 ± 0.5 0.256

F. cholesterol (mmol/L) 17 4.8 ± 1.1 4.9 ± 0.9 0.789

F. chol/HDLc ratio 17 4.1 ± 1.8 3.6 ± 1.3 0.030

F. HDLc (mmol/L) 17 1.3 ± 0.5 1.5 ± 0.6 0.056

F. LDLc (mmol/L) 16 2.7 ± 0.7 2.7 ± 0.7 0.721

F. Triglyceride (mmol/L) 17 1.8 ± 1.7 1.4 ± 1.1 0.089

BMI, body mass index; W/H, waist to hip; HDLc, high density

lipoprotein cholesterol; LDLc, low density lipoprotein cholesterol; BIA,

bioelectrical impedance analysis; F, fasting; p, paired t test.

Conclusions: There were significant changes in BMI (P = 0.002), body

fat mass (P = 0.008) and cholesterol/HDLc ratio (P = 0.03) in patients

starting or switching to tenofovir containing HAART over 48 weeks in

this study thus supporting other randomised clinical tenofovir trials data.

P85
Weight and body mass index (BMI) changes in a cohort
of patients infected with HIV only and coinfected with
hepatitis C
T Russell, S Morris, C Leen, A Chiswick and A Wilson

Western General Hospital, Edinburgh, UK

Background: It was observed that a large number of our patients had

gained weight since starting Highly Active Antiretroviral Therapy

(HAART), the incidence of overweight-obesity in treated HIV patients is

unknown.
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Aim: To carry out an audit of weight and BMI changes in our cohort of

patients and identify the incidence of overweight-obese sequelae.

Method: The following information was recorded from the unit database

(n = 463): age, risk group, weight changes (n = 384), BMI changes

(n = 326), plasma lipid profile, Hepatitis C status and duration on HAART.

Results: Age median: 43years; mean: 43years; range: 17–70years.

Intravenous drug users, n = 91, homosexual n = 81, heterosexual

n = 164, other n = 48.

HAART: Duration median 5.7 years, mean: 5.8 years

Changes since starting HAART: Weight (male 235, female 149): gain

60%, loss 32%, stable 8%.

BMI (male 197, female 129): BMI <20Kg/m2: reduced from 18% to 14%;

BMI >25Kg/m2: increased from 36% to 43% (30% BMI >25-30Kg/m2,

13% BMI >30Kg/m2).

Patients with BMI >25Kg/m2 (n = 141): Lipids – Total cholesterol

>5 mmol/L – 46%, cholesterol:high density lipoprotein ratio (chol:HDL)

>6 mmol/L – 18%, Hepatitis C co-infection – 27%, Diabetes – 5%,

Hypertension – 12%.

Summary: The percentage of patients with BMI >25 kg/m2 was higher

than our expectations but in line with findings from two publication

reports. Overweight-obesity sequelae is prevalent in this group. Further

studies are necessary to assess the impact of overweight-obesity on health

related outcomes such as adherence with HAART and quality of life.

P86
A delayed hypersensitivity reaction to enfuvirtide after
rechallenge
CR Emerson1, JJ Post2 and C Workman3

1Royal Group Hospitals, Belfast, UK, 2Prince of Wales Hospital, Sydney,
Australia, 3Ground Zero Medical Practice, Sydney, Australia

Enfuvirtide is in a novel class of antiretroviral agent and is beneficial in

patients with limited treatment options. We report this case to highlight

the possibility of delayed hypersensitivity reaction as an important

potential side effect of enfuvirtide treatment. A 52 year old highly

antiretroviral treatment experienced man was commenced on a new

regimen containing enfuvirtide, darunavir/ritonavir, raltegravir, tenofovir

DF, lamivudine and etravirine. Prophylaxis for Pneumocystis jiroveci

pneumonia was started using trimethoprim/sulfamethoxazole (TMP-STX)

simultaneously. Ten days after commencement of treatment he devel-

oped a maculopapular rash on the chest and abdomen without any

systemic features. Both enfuvirtide and TMP-STX were discontinued with

complete resolution. Reintroduction of enfuvirtide was discussed and

occurred 5 days later in a hospital setting. Prior to rechallenge there

were two injection site reactions remaining on the abdomen, hemo-

dynamic observations were stable, the peak expiratory flow rate was 560

L/min and he was apyrexic. Enfuvirtide was self-administered. The rash

re-appeared involving the whole body 5 hours post dose and was

associated with fever (temperature 38.4), nausea and a pre-syncopal

episode. Hypersensitivity to this drug occurred in 2 out of 59 individuals

in the ALLIANCE study and <1% (6 out of 663) in the TORO studies. In

these cases the hypersensitivity reaction was described as occurring

immediately post dose. Enfuvirtide is a useful drug in HIV-1 infected

treatment experienced patients with reduced drug options. The possi-

bility of delayed hypersensitivity has not been previously reported. We

recommend if re-challenging with enfuvirtide do so in a hospital setting

and monitor over 24 hours after administration.

P87
Lipid-lowering effect of ezetimibe in patients with
HAART-associated dyslipidaemias
AK Asghar, M Bower, B Gazzard, P Holmes, HL Isenman and MR Nelson

Chelsea and Westminster Hospital, London, UK

Background: To evaluate the use of Ezetimibe for the treatment of

HAART induced hypercholesterolemia

Methods: Retrospective review of individuals prescribed Ezetimibe. 29

individuals were prescribed Ezetimibe. This was in addition to a statin in

17, and replacing a statin in 12. 18 individuals were receiving a protease

inhibitor (PI), and 14 a non-nucleoside reverse transcriptase inhibitor

(NNRTI).

Results: Median blood cholesterol and triglyceride levels prior to

treatment were 6.3 mmol/L (range: 3.6–10.7) and 2.9 mmol/L (range:

0.54–13.02) respectively. At 12 weeks, 43% and 33% of individuals had

normalised their blood cholesterol (<5.0 mmol/L) and triglyceride

(<2.0 mmol/L) levels respectively. Median drop in blood cholesterol and

triglyceride levels were 17.96% (range: -42.30–+6.15) and 28.86%

(range: -60.13–+85.03) respectively. 5 individuals stopped Ezetimibe.

Conclusion: Ezetimibe is an effective alternative for the treatment of

hyperlipidaemia for HAART-induced hyperlipidaemia.

P88
The impact of continued HAART versus
lopinavir/ritonavir monotherapy (mLPV/r) on body fat
and bone mineral density (BMD) as measured by DEXA:
48 week results of a randomised study
LJ Waters, A Jackson, S Mandalia, C Higgs, B Gazzard and MR Nelson

Chelsea and Westminster Hospital, London, UK

Background: HAART significantly reduces HIV related morbidity and

mortality but may be limited by toxicity and cost. Boosted PI (PI/r)

monotherapy may reduce pill burden, drug interactions and adverse

events.

Methods: Subjects on suppressive HAART (2NRTI + NNRTI or PI/r) with

<5 PI mutations were randomised to continue HAART or switch to mLPV/r.

Viral load, CD4, safety parameters and QoL were collected over 48 weeks

and DEXA scans performed at baseline and 48 weeks. Rates of VL

suppression were analysed by ITT(M = F) analysis.

Results: 54 subjects were randomised to continue HAART (n = 28; 23

LPV/r and 5 NNRTI) or switch to mLPV/r (n = 26). Baseline characteristics

were similar. 22/28 and 18/26 maintained VL<50–48 weeks on HAART

and mLPV/r respectively (P = 0.64). 18 subjects had paired DEXA scans

available, 9 from each arm. Median Z score, limb fat and trunk fat were

similar at baseline: )0.3, 3139, and 8046 g in the HAART arm and )0.4,

3577, and 9176 g in the mLPV/r arm repspectively. Median change in

Z-score was +0.1 on HAART and +0.05 on mLPV/r (P = 0.67); change

from baseline was not significant for either arm. There was a small

median increase in limb fat on mLPV/r of 13.3% compared with 7% on

HAART (P = 0.92) and a significant difference between the 2 arms in

terms of trunk fat with a 0.5% increase on HAART and 15.3% increase on

mLPV/r (P = 0.05). The change in trunk fat from baseline neared

significance only for mLPV/r (P = 0.08).

Conclusions: Switch to mLPV/r in suppressed subjects is associated with

maintained viral suppression and significantly greater increase in trunk

fat compared with HAART. Limb fat and BMD were similar and stable to

48 weeks in both arms.

P89
A comparison of measured creatinine clearance (CrCl)
with two glomerular filtration rate (GFR) calculations in
HIV-infected patients receiving tenofovir (TDF) or
abacavir (ABC)
LJ Waters, P Randell, J Taylor, S Mandalia, B Gazzard and G Moyle

Chelsea and Westminster Hospital, London, UK

Background: GFR is commonly estimated using Cockcroft-Gault (CG) or

Modified Diet in Renal Disease (MDRD) calculations, but these remain

unvalidated in HIV-infected subjects. Differences between NRTI choices

may influence renal function.

Methods: A prospective, cross-sectional, single-centre study in

individuals stable for >6 months on TDF- or ABC-based regimens
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and <50 cps/mL. The following were collected: 24-hour urine,

serum bone/renal markers,demographics, drug history, CD4 and VL.

We present GFR results based on measured CrCL, and MDRD/CG

calculations.

Results: 252 subjects (93 on ABC, 159 on TDF) had simultaneous

24-hour urine collection and CG/MDRD GFR calculations. Pearson’s

correlation coefficients for MDRD versus CrCL, CG versus CrCL and MDRD

versus CG were 0.359, 0.488 and 0.55, respectively (P < 0.001 for all

comparisons). No differences were observed between NRTIs. Multivar-

iable logistic regression showed only age to be a significant predictor for

MDRD GFR <90 (P < 0.001 for <45.8 versus >52.9 years). No other

variables including ABC/TDF, duration of ABC/TDF, NNRTI/PI, CD4, VL,

gender and weight were significant by univariate analysis. 10 subjects

had eGFR<60, 4 on ABC (4%) and 6 on TDF (3.5%).

Conclusions: Calculated methods for GFR significantly correlate with

direct measurement from urine collection. Age appears the key factor

associated with reduced GFR in a successfully treated HIV-infected

population

P90
Highly active anti-retroviral therapy (HAART) and
ischaemic stroke - is this an immune reconstitution
inflammatory syndrome (IRIS) phenomenon?
M Desai, A Elgalib, T Rudd, P Holmes, M Gillies, JA White and R Kulasegaram

Guy’s and St Thomas’ NHS Foundation Trust, London, UK

Background: We present four, young patients who suffered a stroke

within 6 months of (re)commencing HAART.

Case 1: A 37-year-old female – with a 3-day history of right arm

weakness and acute right leg weakness – whose MRI demonstrated

multiple lacunar infarcts of varying ages. Despite previous adherence

issues, she had started taking HAART consistently over the preceding

6 months. CD4 = 98 (8.39%), [baseline = 6 (2.38%)]; viral load

reduction

(VLR) = 3.93.

Case 2: A 33-year-old male smoker – with right-sided hemiparesis and

slurred speech – whose MRI demonstrated an acute left lenticulostriate

artery territory infarct. HAART was commenced 1 month earlier.

CD4 = 681 (25.54%), [baseline = 247 (14.2%)], viral load <40.

Case 3: A 32-year-old, type 1 diabetic female – with 2-months’ history of

intermittent right leg weakness and 1-week’s history of right arm

weakness – whose MRI demonstrated multiple infarcts of varying ages.

HAART was commenced 5-months earlier. CD4 = 122 21 (9.26%),

[baseline = 21 (1.52%)],

VLR = 4.71 log.

Case 4: A 47-year-old male – with 24-hours’ history of dizziness and

blurred vision, had suddenly become unresponsive – whose MRI

demonstrated acute bilateral posterior territory infarcts. He was known

to occasionally use cocaine. HAART was re-commenced 6 weeks.

CD4 = 382 (11.04%), [baseline = 409 (13.4%)],

VLR = 2.59 log.

Discussion: Whilst chronic HIV infection and long-term HAART have

been associated with cerebrovascular complications, little has been

reported in terms of the association of stroke within 6 months of

commencing treatment. Despite considering the risk factors in this young

cohort, could stroke be due to an IRIS phenomenon?

P91
Documentation of contraception in HIV-1 infected
women of child bearing potential prescribed efavirenz
M Hanlon, S Clarke, F Mulcahy and F Lyons

Dept of Genitourinary Medicine, St James’s Hospital, Dublin, Ireland

Background: Efavirenz(EFV) was reclassified as an FDA Class D drug in

December 2004. Therefore effective contraception is recommended in

women of child bearing potential. We sought to determine the level of

documentation of contraception in women of child bearing potential

prescribed EFV at a busy inner city HIV clinic.

Methods: A list of women prescribed EFV (Jan 05 – Jan 08) was

generated from pharmacy records. Relevant data was compiled from case

notes. Women not of child bearing potential were excluded.

Results: 65 women were prescribed EFV in the time period (6 women

excluded: 1 · hysterectomy; 3 · postmenopausal; 1 · congenital

absence of uterus; 1 · transgender). Full details were available for 54

women who had 466 consultations (median = 9 per patient). Median

age = 37years (range: 17–51 years). Mean number of children = 2

(range: 1–6) prior to initiation of EFV; 13 women had no children.

Sexual activity was documented in 161/466 consultations (34.6%).

Discussion re condom use was documented in 48/466 (10.3%)

consultations. Contraception was documented in 71/466(15.2%) con-

sultations: 7 were using depot provera (3 of whom had regular

documentation of injections given; 2 had unplanned pregnancies) and 6

had Mirena coils. 3(5%) women conceived whilst on EFV. Of these 1 =

ectopic pregnancy and 2 = TOP (concern for teratogenicity with EFV

was not stated reason for TOP). 3(5%) women electively changed from

EFV in order to conceive

Conclusions: Documentation of contraception was poor and 5% con-

ceived whilst on EFV. Prescribing of EFV in women of child bearing

potential should include discussion re potential teratogenicity and

adequate contraception.

P92
Three cases of ventricular tachycardia (VT) in HIV
infected intravenous drug users receiving methadone
and atazanavir/ritonavir
J Kieran1, D Gallagher1, G Sheehan1, JS Lambert1, N Mahon2 and P Mallon3

1Department of Infectious Diseases, Mater Misericordiae University
Hospital, Dublin, Ireland, 2Department of Cardiology, Mater Misericordiae
University Hospital, Dublin, Ireland, 3University College Dublin, Dublin,
Ireland

Background: Methadone has been shown to prolong the QT interval in

vitro. Torsades de pointes has been described in the setting of atazanavir

administration. HAART regimens containing atazanavir/ritonavir (ATVr)

are common in patients taking methadone.

Methods: A case series is described. Medical records of three patients

presenting with tachyarrythmia were retrospectively reviewed and

clinical features, electrocardiogram tracings (ECG) and medications

administered were recorded.

Results: Case 1: A 47-year-old intravenous drug user (IDU) presented

post syncope with QTc of 539 ms. Telemetry showed episodes of

Ventricular Tachycardia (VT). Medications were ATV/r, tenofovir/emtri-

citabine, methadone 120 mL, nitrazepam 30 mg and diazepam 10 mg

tds. HAART and benzodiazepines were stopped. His QTc reduced to

512 ms. Case 2: A 37-year-old IDU presented post collapse. ECG revealed

VT. He underwent emergency cardioversion. QTc post cardioversion was

541 ms. He was prescribed ATVr, abacavir, lamivudine, methadone 80 mL

and diazepam 10 mg tds. 12 nitrazepam 30 mg tablets had been taken.

Antiretroviral medications were ceased. QTc reduced to 431 ms. Case 3:

A 35-year-old IDU presented post syncope. His QTc was 712. He had a

torsade de pointes arrythmia. He was receiving ATVr, emticitabine and

tenofovir and methadone 110 mL with diazepam 10 mg tds. He had

taken 12 nitrazepam 30 mg tablets. Antiretrovirals were ceased and his

methadone was reduced to 90 mL. QTc off medications was 412 ms.

Conclusions: Co administration of ATVr, methadone and long acting

benzodiazepines appears to lengthen the QTc resulting in life threatening

tachyarrythmias. Further studies are needed to see whether routine ECG

monitoring of patients administered ATVr and methadone should be

recommended.
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P93
Hyperparathyroidism secondary to vitamin D deficiency
– a cause of abnormal akaline phosphatase levels in
patients on HAART
MM Rosenvinge1, MR Pakianathan1, ST Sadiq2 and P Hay2

1St George’s Hospital, London, UK, 2St George’s Medical School, London
University, London, UK

Introduction: We present 7 cases of vitamin D deficiency and secondary

hyperparathyroidism diagnosed after introduction of HAART.

Cases: 7 cases were identified because of raised alkaline phosphatase

(Alp) levels. 5 were on Truvada/Efavirenz, 1 Truvada/Nevirapine and 1

Kivexa/Kaletra. All had undetectable viral loads and CD4 counts

>200 · 10~6/L. 6/7 were on their first HAART regimen. 6 Black, 1

Caucasian, 4 women and 3 men. Mean nadir CD4 count 130 · 10~6/L

(2-221). 2 had a history of mycobacterial infection and 1 was on

hepatitis C treatment. Alp increased from a pre-HAART level of

74.5mmol/L (range 57–94) to a level of 168mmol/L (113-239),

P < 0.003. All had normal creatinine, alt and phosphate levels. Corrected

calcium (Ca) was low/normal. PTH was elevated with a mean of

19.8 pmol/L (8.9–50.5) All had deficiency of 25-hydroxycholecalciferol,

mean of 24 nmol/L (15–37). 3/3 had elevated bone isoenzymes. No

patient was symptomatic. 4/6 showed an increase in Ca and vitamin D

levels with normalisation of their Alp and PTH on Ca/vitaminD

supplementation. 2/6 were also switched from truvada to kivexa due

to concerns regarding tenofovir and bone mineral density. 1/6 discon-

tinued supplements due to side effects, another is yet to have follow up.

1/7 was asked to increase his dietary vitamin D/Ca and showed no

improvement.

Discussion: Efavirenz and protease inhibitors induce/inhibit liver

enzymes involved in vitamin D metabolism. Treatment with enzyme-

inducing antiepileptic agents are associated with low levels of 25(OH)D

and elevated Alp. There is one case report of severe vitamin D deficiency

diagnosed after introduction of HAART in an Ethiopian living in Sweden.

Our experience indicates that the problem may be more prevalent.

P94
Treatment of metatarsal fat pad lipoatrophy with
volumizing injections
A Kavouni1, E O’Donovan1, S Brown1, S Barton1, M Nelson1, S Levine2 and

E Lautin2,
1Chelsea and Westminster Hospital, London, UK, 2Institute Beauté,
New York, USA

Background: The impact of loss of metatarsal fat pads adds significantly

to the pathology of lipoatrophic foot changes causing pain and

restricting mobility. Poly-L-Lactic acid injections (PLLA) produce tissue

augmentation through collagen stimulation and are an established

treatment for facial lipoatrophy.

Methods: HIV-positive individuals with foot lipoatrophy were given

three bilateral PLLA injections 2 weeks apart into the dermis-subcutis

level overlying the 1st metatarsal head. Assessments included feet

ultrasound and visual analogue scales.

Results: 7 consecutive patients completed the treatment. Injections

were well tolerated and no adverse events were recorded. Patient visual

analogue assessments of pain, distress and impact on activity signifi-

cantly improved at week 8 post treatment (P = 0.002). Skin and

subcutaneous tissue thickness of the 1st metatarsal fat pad increased

significantly at week 8 post treatment (P = 0.005 and P = 0.04

respectively).

Conclusions: PLLA injections led to improvements in pain distress and

activity scores in individuals with lipoatrophy of the foot. There were no

adverse effects and the tissue augmentation was significant at 8 weeks

after the last injection.

P95
How common are abnormalities of serum calcium,
phosphate and vitamin D in an HIV-positive cohort,
and what is their clinical significance?
S Hill1, R Parkes1 and B Holden2

1St Mary’s Hospital, London, UK, 2Hillingdon Hospital, London, UK

Background: Many centres perform serum calcium/phosphate as part of

routine monitoring of HIV patients, particularly those on tenofovir. We

aimed to evaluate the prevalence of abnormalities of bone metabolism in

our cohort and determine their significance.

Methods: A retrospective review of calcium and phosphate results from

patients seen between 01/01/07–31/12/07. Demographics, latest CD4/

viral load, antiretrovirals (ART), number of tests and abnormal results,

and vitamin D levels were entered into excel; data analysed using

2-tailed Fisher’s exact test.

Results: Mean age 40.7years (range: 18.6–73.5), 92/205(44.9%) female

and 112/205 (54.6%) black. The mean number of calcium tests was 3.8/

year. 87/205(42.4%) had ‡1 low calcium, 47/205(22.9%) had ‡1 low

phosphate and 41/205(20.0%) ‡1 high phosphate. Hypocalcaemia was

seen in 46/113(40.7%) males and 41/92 (44.6%) females. Hypophosph-

ataemia was more common in males (32/113–28.3% versus 15/92–

16.3%). Prevalence of hypocalcaemia was higher in patients on ART

(68/145–46.9% versus 19/60–31.7%) (P = 0.06) but comparable

between patients on tenofovir (18/43–41.9%) and non-tenofovir-based

ART (50/102-49.0%) (P = 0.47). Prevalence of hypophosphataemia in

those not on ART was low (3/60–5.0%), compared to patients on ART

(44/145–30.3%) (P = <0.0001), but no different between patients

taking tenofovir (13/43–30.2%) and non-tenofovir-based ART (31/102–

30.4%) (P = 1.00). More females had low vitamin D 7/92(7.6%) than

males 2/113(1.8%). All patients with low vitamin D were non-

Caucasian.

Conclusions: Low calcium/phosphates were more common amongst all

patients on ART. A notable proportion of patients had vitamin D

deficiency, making further investigation of patients with hypocalcaemia

and/or hypophosphataemia worthwhile.

P95A
Risk factors for hypovitaminosis D in HIV-positive
individuals
K Klassen, A Winston and S Portsmouth

Imperial College Healthcare NHS Trust, London, UK

Background: Levels of vitamin D [25(OH)D] in HIV positive individuals

have not been well described. However, concerns regarding an increasing

prevalence of bone disease in this population have been highlighted. We

therefore investigated factors associated with plasma 25(OH)D concen-

trations in HIV-1 infected subjects.

Methods: All HIV positive patients attending a central London clinic

undergoing 25(OH)D assessment in the past 48 months were included in

this analysis. Factors associated with 25(OH)D concentrations were

assessed using linear regression modelling.

Results: Seventy nine patients were included. Mean (median) vitamin D

levels were 38(31) nmol/L (range: <15–145). Mean age was 41 (range:

17–72), 70% were on HAART, median CD4 count was 380 (range:

0–930), 47% were men, 33% were of Caucasian origin and 49% were of

African origin. Eighteen (23%) and 55 (70%) patients were vitamin

D-deficient and insufficient (<25 nmol/L and 25–74nmol/L), respectively.

The following factors were statistically significantly associated with

increased plasma 25(OH)D exposure; Caucasian origin (P = 0.025),

currently on HAART (P = 0.010) and duration of time on HAART (P =
0.026). Whereas season, CD4+cell count, gender, currently receiving

protease inhibitors and tenofovir use were not statistically significantly

associated (P > 0.064 for all).
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Conclusions: We have described a high prevalence of hypovitaminosis D

in an urban, diverse HIV-positive population. Unlike other reports, we

have observed no relationship with season and levels of vitamin D.

Furthermore Caucasian ethnicity was not the strongest predictor of

higher vitamin D concentrations whereas current HAART use was.

P96
Genotypic antiretroviral drug resistance testing at low
plasma HIV-1 RNA loads in the UK
P Cane1, S Kaye2, E Smit3, P Tilston4, S Kirk5, J Shepherd6, M Hopkins7,

H Zhang8 and AM Geretti9

1Health Protection Agency, London, UK, 2St Mary’s Hospital, London, UK,
3Heartlands Hospital, Birmingham, UK, 4Royal Infirmary, Manchester, UK,
5UCLH, London, UK, 6Royal Infirmary, Edinburgh, UK, 7Royal Liverpool
University Hospital, Liverpool, UK, 8Addenbrooke’s Hospital, Cambridge,
UK, 9Royal Free Hospital, London, UK

Background: Antiretroviral drug resistance testing is recommended in

HIV-1 patients failing therapy in order to inform treatment selection.

Although guidelines and test manufacturers recommend a plasma HIV-1

RNA load of at least 500–1000 copies/mL for genotypic resistance testing

to be performed, prompt management of virological failure could benefit

from testing at lower viral load levels.

Methods: Laboratories undertaking genotypic resistance testing were

asked to provide figures for the number of resistance tests undertaken at

HIV RNA loads <2000 copies/mL, the success rates of such tests and the

extent of resistance detected, all stratified for RNA load levels.

Results: Of the replies received, most laboratories were attempting

resistance testing at viral RNA levels below the recommended guidelines,

with variable success (e.g. 0–67% of samples for HIV-1 RNA loads of

50–100 copies/mL) and with variable levels of resistance detected.

Conclusions: This audit of current practice in the UK for undertaking

genotypic resistance tests at viral loads <1000 copies/mL highlights the

widespread use of such testing outside the BHIVA guidelines. The

limitations of results obtained from such testing will be discussed.

P97
HIV testing: Can this be increased using an online
protocol?
NR Armstrong, EF Monteiro, AD Hale and K Warburton

The Leeds Teaching Hospitals, Leeds, UK

Introduction: In late 2007 the CMO recommended wider HIV testing in

non-HIV healthcare settings to prevent late diagnoses. We had previously

agreed a protocol for HIV testing in adults in March 2007 which was

widely advertised and placed online on the local Health Pathways

website. This was accessible to all healthcare professionals in hospital

and community settings including primary care. This included informa-

tion on clinical indications for HIV testing and referral pathways as well

as a patient information leaflet available to download in several

languages. We compared the number of HIV tests performed in two

6 month periods before and after introduction of the protocol.

Methods: Data on the date and location of all HIV test requests

performed between September 2007 and August 2007 was obtained

from the Virology department.

Results: A total of 27273 HIV tests were performed during the 12 month

period. In the 6 months following introduction of the protocol there was

a 13.16% increase in the total number of HIV tests performed. 36.57%

were from GPs, 30.23% were from GUM, 31% were from other hospital

departments with the remainder from other community settings.

Discussion: It was encouraging that there had been an increase in the

number of HIV tests performed since the publication of our protocol.

However over 75% of non GUM tests from other hospital settings

appeared to be from units which routinely screen for HIV (Renal Dialysis,

Antenatal, Reproductive Medicine) suggesting that routine screening

and/or opt out testing may be better options to significantly increase

testing in specific settings.

P98
HIV resistance testing from dried blood spots: a useful
surveillance technique or flawed science?
AJ Buckton1, SL Bissett1, RE Myers1, S Beddows1, PA Cane1, S Edwards2 and

D Pillay1

1Health Protection Agency, London, UK, 2Camden PCT, London, UK

Background: Recent interest in dried blood spots (DBS) for developing

world drug resistance surveillance necessitates careful technical and

clinical evaluation. In particular, the viral reservoir amplified from such

samples requires clarification.

Methods: We developed a multiplex PCR-based sequencing assay for

DBS, comparing filter paper types, and assessing efficiency across HIV-1

subtypes and plasma viral load levels. The optimised assay was then

studied against 33 anonymised blood specimens.

Results: We demonstrate that sequenced virus from DBS predominantly

reflects proviral DNA, rather than RNA with a 100% success rate from

blood samples with plasma VL>1000 c/mL, and ~50% success where

plasma VL <50 c/mL. The assay was highly effective against all major

viral subtypes. However, where sequence can be generated from DBS and

plasma, we find some sequence differences, predominantly reflecting G

to A nucleotide bias in some DBS samples, giving rise to spurious

presence of resistance mutations such as M184I.

Conclusions: We have developed a highly effective tool for surveillance

of drug resistance, even with low plasma viral loads. However, the

predominant amplification of proviral DNA has identified a source of bias

in our results, probably explained by an APOBEC effect leading to G to A

hypermutation. Thus, amplification of integrated defective HIV-1 provirus

may lead to spurious detection of resistance mutations.

P99
Self-reported human immunodeficiency virus testing
practice among physicians treating tuberculosis in
Australia and New Zealand
CR Emerson1, U Vollmer-Conna2 and JJ Post3

1Royal Group Hospitals, Belfast, UK, 2University of New South Wales,
Sydney, Australia, 3Prince of Wales Hospital, Sydney, Australia

Background: Human immunodeficiency virus (HIV) infection signifi-

cantly alters the natural history of tuberculosis (TB). The prevalence of

HIV infection in people with TB in Australia may be as high as 4.7%.

Despite this the HIV status is reported in <50% of cases of tuberculosis.

Aim: To investigate the self-reported HIV testing practice among

physicians treating tuberculosis in Australia and New Zealand and assess

the factors associated with a routine offer of HIV testing in cases of TB.

Methods: An on-line survey was emailed to members of the Thoracic

Society of Australia and New Zealand (TSANZ) and Australasian Society

of Infectious Diseases (ASID). The proportions of clinicians that

recommended testing in different clinical scenarios were compared and

logistic regression was used to analyze factors associated with a routine

offer of HIV testing in cases of TB.

Results: The 290 respondents that were analyzed had managed at least

2088 TB cases in past five years. 61% reported always recommending an

HIV test for a 38-year-old married man with smear positive pulmonary

TB. A lower proportion of respondents always tested a 78 year old man

(40%; P < 0.001) or a female patient (58% P < 0.006), and more always

HIV tested a South African case (85%; P < 0.001), a patient with oral

candidiasis (87%; P < 0.001) or an unmarried male (66%; P < 0.002).

Clinician factors such as specialty (OR 3.09), jurisdiction of practice (OR

4.06) and number of HIV tests requested in the past five years (OR 0.38)

had an effect.
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Conclusions: Clinician factors influence the decision to offer HIV testing

to people with TB. Some clinicians use risk factors to determine who should

be offered testing, but some do not recognize cases at increased risk of HIV

in clinical scenarios. We recommend policy and practice change to increase

the widespread offer of HIV testing to patients with tuberculosis.

P100
The evaluation of rapid HIV spot test against ELISA
antibody tests in the acute clinical setting
RS Harania, P Ojawng, M Nelson and D Grover

Aga Khan University Hospital, Nairobi, Kenya

Background: Infection with HIV is a leading cause for morbidity and

mortality in Kenya, with an overall prevalence of 6.7%. The availability of

routine HIV testing is often limited due to the lack of laboratory facilities,

equipment, and trained staff. Rapid HIV spot tests are often used to

diagnose patients in the acute setting (but are also the sole tests in certain

rural areas). We evaluated the performance of the Abbott determine spot

test against the ELISA antibody test (used for routine testing) in patients

presenting with an acute illness to a university hospital in Kenya.

Methods: Over a 3 year period (2004-2007) patients presenting with an

acute illness, a high index of suspicion for HIV infection, or requiring

dialysis or Intensive care support were consented and tested for HIV with

the rapid HIV spot test and confirmed by ELISA. All patients were over

18 years old.

Results: A total of 750 patients were tested. Overall sensitivity and

specificity were 98% (95%CI: 94.2–99.8) and 98% (95% CI: 97.2–99.3)

respectively. The positive and negative predictive values were 93% (95

CI: 87.2–96.7), and 99% (95CI: 09.8–99.9) respectively.

Conclusions: In our cohort of patients the sensitivity and specificity of

the spot test was high. Such tests can provide an opportunity for much

wider HIV testing, particularly in rural African communities.

P101
The implications and benefits of using rapid HIV testing
in a GUM clinic setting
J Harding, T Bagley, M Ndoro and JDC Ross

Whittall St Clinic, Birmingham, UK

Introduction: With HIV as one of the most serious challenges to public

health, a rapid HIV detection system has been implemented. We used the

Determine� HIV-1/2 Rapid Test where results can be obtained in

20 minutes. This has the potential therefore to alleviate problems where

patients fail to return to clinic to receive their results from a standard

HIV test.

Methods: The test was used selectively on patients mainly deemed to be

from high-risk groups. All patients received pre/post-test counselling.

Results: A retrospective review of 221 males and 78 females showed

that 15 patients were HIV-1 positive. Those tested resided mostly in the

local area and were either White British 62.9% or Black African 15.1%.

Most males were homosexual 43.0% whilst 30.8% were heterosexual

females, with 73.2% patients being asymptomatic and 13.7% symp-

tomatic for HIV infection. The mean CD4 cell counts were 194 male

versus. 462 female, and mean viral loads of 43753 in males and 35209 in

females. The mean time from test to HIV clinic attendance was 6.4 days.

The rate of patient acceptance for the test was good and 35.8% of

patients had undergone a previous HIV test with 52.8% tested for the

first time. PEPSI treatment was given to 4% males and 6% females.

Conclusion: Rapid HIV testing can be undertaken on selected patients in

a GU clinic setting providing suitable support is available for those who

test positive but such tests may not be suitable for screening large

numbers of people. The test provides reliable negative results allowing for

complete counselling/testing in one consultation although the pre/post

counselling is more time consuming vs. a standard HIV test. Rapid tests

have the potential to reduce the number of patients failing to collect

their test results.

P102
Are patients diagnosed with TB being offered HIV tests?
Findings from our TB clinic
J Saunders, G Thomas, P Papineni, D Sharma, G Packe and S Limb

Newham University Hospital NHS Trust, London, UK

Introduction: British HIV Association (BHIVA) guidelines advise offering

a Human Immunodeficiency Virus (HIV) test to all new diagnoses of

Tuberculosis (TB) infection regardless of perceived HIV risk. We present

findings from a case notes review in our TB clinic.

Results: Between January and December 2006 we diagnosed 217

patients over the age of 18 with TB at our centre. 20 had TB isolated from

more than one organ, for example lung and lymph nodes. Of the 217

patients, 55% were men and median age was 34 years (range:
18–82 years). The majority (57%) were from South Asia and 21% from

sub-Saharan Africa. 16/217 (7%) patients were known to be HIV positive

prior to a diagnosis of TB. Of these, 13/16 (81%) were from sub-Saharan

Africa. 32/217 (15%) patients undergone an HIV test prior to their TB

diagnosis and were negative. The remaining 169/217 (78%) had never

tested before and were of unknown HIV serostatus. Of the 201/217

patients who had a previous HIV negative result or were of unknown

status, 125/201 (62%) were offered an HIV test. 36/201 (18%) accepted

and 36/201 (18%) declined. 53/201 (26%) patients were offered but it is

not documented if they declined and no antibody test result can be found

at our centre. These patients may have accessed HIV testing services at

other venues. Of those who accepted a test, 3/36 (8%) were HIV positive.

This is 1.5% (3/201) of those not known to be positive already.

Discussion: 62% of TB patients were offered HIV tests with an uptake of

18%. Median age and ethnicity of patients offered and not offered are

similar. Further strategies to increase offering and uptake are being

explored at our centre.

P103
Evaluation of the prevalence of latent TB in an
HIV-sero-positive population using the interferon
gamma release assay T-SPOT.TB
ATT Ashcroft1, N Garrett1, M Kall1, A Boyd2, J Anderson1 and

G Bothamley1

1Homerton Hospital, London, UK, 2Royal Free Hospital, London, UK

Background: WHO recommends the identification of latent tuberculosis

infection in all with HIV infection. Anergy to tuberculin is common so we

used an immunospot test assessing overnight interferon-gamma pro-

duction to ESAT-6 and CFP-10.

Method: Unselected asymptomatic HIV+ individuals gave blood after

informed consent, which was analysed using the T.SPOT.TB (Oxford

Immunotec) test.

Results: 100 blood samples were tested. 76 were negative, 11 were

positive (8 sub-Saharan African, 3 European; one had miliary TB) and 13

were indeterminate. The table below summarises the reasons for

indeterminate tests.

High negative control 1

Separation failure 1

Low cell numbers 9

High background 2

Conclusions: The immunospot test is feasible; within a routine HIV

clinic. A patient with miliary TB was identified. The 13% indeterminate

results is similar to that found in other reported studies.
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P104
Levels of HIV testing in the Irish population
C Donnelly1, R Layte2, H McGee3 and F Mulcahy4

1Royal Victoria Hospital, Belfast, UK, 2ESRI, Dublin, Ireland, 3Royal
College of Surgeons in Ireland, Dublin, Ireland, 4St James’s Hospital,
Dublin, Ireland

Background: Early diagnosis of HIV infection allows timely initiation of

anti-retroviral therapy. In 2006, 10% of patients had AIDS when

diagnosed with HIV in Ireland. EUROHIV figures showed Ireland had the

lowest level of HIV testing in 2000.

Methodology: A national sexual health study of the Irish population was

undertaken in 2004–2005 to analyse different aspects of sexual health

including HIV testing. Trained interviewers conducted anonymous

telephone interviews using computer assisted techniques. Random

computer generated phone numbers using dialling code stems were

selected to ensure a representative sample. Respondents were asked if

they had specifically ever sought a HIV test.

Results: There were 7441 interviews completed interviews giving a

response rate of 59.5%. Overall, 9% of men and 7% of women reported

having had a HIV test. Higher levels of testing were reported by younger

respondents and by respondents with higher levels of education. Higher

levels of testing were also reported by respondents who had reported

more than 1 partner in the last year, ever having a same sex partner, and

commercial sex use. However, only 33% of men who had sex with men

reported having a HIV test. Among respondents who reported 10 lifetime

partners or more only 20% of men and 24% of women had ever sought

HIV testing.

Conclusions: Overall levels of testing are low compared to levels in other

national sexual health studies. Many respondents with risk factors for

HIV had not had a HIV test. The benefits of having a HIV test needs to be

promoted.

P105
Trends in transmitted antiretroviral resistance in London
G Nebbia1, C Booth2, A Garcia-Diaz2, C Smith1, S Chaitor2, M Johnson1 and

AM Geretti1

1Royal Free and University College Medical School, London, UK, 2Royal
Free Hampstead NHS Trust, London, UK

Background: Recent data suggest a declining prevalence of transmitted

drug resistance (TDR) in the UK, but ascertainment bias may have

confounded earlier estimates. Aims: to assess the prevalence and

predictors of TDR among all newly diagnosed patients seen at a single

London centre in 2004–2007, and determine changes over time.

Methods: Mutations were scored by the IAS-USA (2007) and the Shafer

list (AIDS 2007). Recent infection (<4–6 months) was detected by HIV-1

Ab avidity testing.

Results: Of 433 patients, most were male (71.8%), white (50.8%) or

black-African (29.8%) and infected with subtype B (55%); median CD4

count: 337 (1-1802) cells/mm3; VL: 4.7 (1.8–7.0) log10 cp/ml. Overall 31/

433 (7.2%; 4.9–10) had resistance mutations by IAS-USA: 6/85 (7.1%;

2.9–14.7) in 2004, 10/141 (7.1%; 3.5–12.7) in 2005, 5/112 (4.5%; 1.5–10)

in 2006 and 10/95 (10.5%; 5.2–18.5) in 2007 (p for trend =0.56).

Mutations included: NRTI 16/433 (3.7%) NNRTI 10/433 (2.3%); PI 4/433

(0.9%); NRTI+PI 1/433 (0.2%). A trend toward a higher prevalence of TDR

was detected in recent infections (14/140, 10%; 5.6–16.2) vs established

infections (17/293, 5.8%; 3.4–9), especially for NNRTI resistance (4.3%

versus 1.4%, P = 0.08). By the Shafer list, TDR prevalence was reduced to

29/433 (6.7%; 4.5–9.5) due to the exclusion of M46L and V82L in

protease. In multivariable analysis, TDR was independently associated

with older age (P = 0.02), being born in the UK (P = 0.05), and a higher

CD4 count (P = 0.0004). Phylogenetic analysis showed 18 transmission

clusters, each composed of two individuals and including 3 pairs with TDR.

Conclusions: The prevalence of TDR remains significant and stable over

time, with a trend for higher rates in recent infections. Those born in the

UK continue to show the highest risk of resistance.

P106
The burden of musculoskeletal pain among HIV-positive
adults: a cross-sectional survey of 858 patients
E Lawson1, N Perry1, Y Gilleece1, D Richardson1, G Dean1, DR Churchill1,

M Fisher1 and K Walker-Bone2

1Brighton and Sussex University Hospital, Brighton, UK, 2Brighton and
Sussex Medical School, Brighton, UK

Background: Whilst early studies suggested that end-stage HIV infec-

tion was associated with arthritis, there have been few studies since the

advent of HAART among patients with well-controlled infection. We

undertook the first large-scale epidemiological study of musculoskeletal

symptoms in a British cohort.

Methods: 1050 unselected patients attending HIV outpatient appoint-

ments from Jan–Oct 2007 were surveyed using a validated questionnaire

on musculoskeletal symptoms and disability.

Results: 858 patients returned questionnaires (82% response rate); 774

(90%) were men, median age was 42 years. 82% were current or past

users of ARVs. 537 (63%) reported pain lasting >1 day in past month, of

which 80% had chronic pain (lasting >3 months) and 26% had ’pain all

over’. Mean pain score was 5.5 and mean score for interference with

daily activities was 4.6 (scale 0–10). Women had significantly higher

disability scores (P = 0.035). Patients on ARVs were significantly more

likely to have musculoskeletal pain (P = 0.045) and had significantly

higher pain and disability scores than ARV naı̈ve patients (P = 0.002).

Regional pain lasting >1 week in past month was most frequent in the

lower back (30%), ankle/foot (23%) and shoulder (22%). 17% of subjects

reported joint swelling and 31% stiffness. Of the 486 participants (57%)

currently in employment, 18% had missed days from work because of

pain.

Conclusions: In this mostly male cohort of HIV positive patients,

musculoskeletal pain is common, chronic and disabling. ARVs are

associated with higher prevalence of pain at greater levels and worse

disability. We postulate that this could be a direct adverse effect of

HAART or the result of immune reconstitution. This association needs to

be investigated by a prospective study.

P107
Data for local action: using HIV surveillance to inform
targeted local public health action for men who have sex
with men in London
M Ruf1, Katy Hutton1, U Osuagwu2, T Chadborn1, V Delpech1 and

E Robinson3

1Centre for Infections, Health Protection Agency, London, UK, 2Southeast
London Health Protection Unit, Health Protection Agency, London, UK,
3Lambeth PCT, London, UK

Background: MSM remain the worst affected behavioural group in the

UK HIV epidemic with 80% of infections acquired within the UK. Lack of

sexuality information in the UK Census limits basic local population

needs assessments. This study describes small area epidemiology of MSM

with diagnosed HIV across London and models size of local MSM

populations to inform targeted local public health interventions.

Methods: Small area geographical analysis of databases using the HPA’s

‘Survey of Prevalent HIV Infections Diagnosed’ (SOPHID) 2002–06,

National Survey of Sexual Attitudes and Lifestyles (Natsal) 2001, Greater

London Authority population estimates 2006.

Findings: In 2006, 43% of all MSM with diagnosed HIV in the UK lived

in Inner London Primary care Trusts (PCT). Lambeth and Southwark

(LandS) PCTs accounted for 30% of the Inner London caseload and was

the fastest growing and youngest of HIV diagnosed MSM in London.

Clustering of cases was found in proximity to the London’s major gay

club and sex venues in LandS. 40% of all HIV diagnosed MSM in Lambeth

live in one primary care locality of the PCT. Using SOPHID data, we

estimate that 20000 MSM aged 16–44 years were living in LandS in

2006, accounting for up to a quarter of all males in that locality.
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Conclusions: The large MSM populations in LandS warrant inclusion of

their health needs in routine PCT service planning and provision. This

work supported the development of a new local community sexual health

service explicitly targeting MSM, providing service continuity by linking

clinical services with community based outreach. SOPHID can contribute

significantly to local needs assessments for targeting HIV prevention,

both at PCT and at Pan London level.

P108
How does the presentation of African patients differ
from non-Africans in the UK?
R Bazaz, P Lillie and J Greig

Dept of Infection and Tropical Medicine, Royal Hallamshire Hospital,
Sheffield, UK

Background: Many centres in the UK have a high proportion of African

patients in their HIV cohorts. We compared the presenting features of

African and non-African patients in our cohort.

Methods: Retrospective review of available case notes of African and

non-African patients presenting to a regional centre. Demographic and

clinical data, along with baseline CD4 counts were collected. Analysis of

results was by Fisher’s exact test and t-tests.

Results: 146 African and 71 non-African patients’ notes were reviewed.

African patients were more likely to be female (68% versus 16.9%

P < 0.0001) and were younger (mean age 35.6 versus 39.2 years,

P < 0.001), than non-Africans. Mean CD4 count at presentation was not

significantly different (302.8 cells /lL for African patients versus 333.1

for non African). Similar proportions of patients in both groups were

asymptomatic at diagnosis, 65 of the African patients (44.5%), 29 of the

non-Africans (40.8%). Of those with symptoms at time of diagnosis, the

African patients were more likely to present with tuberculosis (28 cases

in African patients, 1 in non-Africans P = 0.001). Non-African patients

were more likely to present with a seroconversion illness (5 cases in non-

Africans, 0 in African patients P = 0.001), or to be diagnosed whilst

being investigated for chronic viral hepatitis (4 cases in non-Africans, 1

African patient P < 0.05).

Conclusions: African patients are more likely to be women, younger and

to present with TB. Units with a large African cohort may find this data

useful when planning services.

P109
Subtype diversity of newly diagnosed human
immunodeficiency virus infections in Ireland 2007
CF De Gascun1, S Coughlan1, C Bergin2, C Fleming3, M Horgan4,

S Mc Conkey5, WG Powderly6 and WW Hall1

1National Virus Reference Laboratory, Dublin, Ireland, 2St James’ Hospital
and Dublin HIV Cohort, Dublin, Ireland, 3University College Hospital,
Galway, Ireland, 4Cork University Hospital, Cork, Ireland, 5Beaumont
Hospital and Dublin HIV Cohort, Dublin, Ireland, 6Mater Misericordiae
Hospital, Dublin HIV Cohort and UCD School of Medicine, Dublin, Ireland

Background: No national data have been published on HIV 1 subtype

diversity in Ireland. We present here data for 2007 generated by the

National Virus Reference Laboratory (NVRL).

Methods: HIV 1 protease (codons 4–99) and reverse transcriptase

(codons 30–247) sequences were generated from patient plasma samples

using the Siemens Trugene HIV 1 Genotyping System. To ascertain HIV 1

subtype, each sequence was submitted to at least three of four online

genotyping tools to ensure consensus: NCBI (www.ncbi.nlm.nih.gov);

Stanford (http://hivdb.stanford.edu); REGA (http://jose.med.kuleuven.be)

and STAR (www.vgb.ucl.ac.uk).

Results: We identified 299 new HIV 1 serological diagnoses in 2007,

185 (61.8%) male and 114 (38.2%) female. At diagnosis, mean age was

31.5 years in females and 34.75 years in males; mean viral loads were

4.84 and 5.01 log copies/mL in females and males respectively. Samples

for genotyping were received from 231 patients: 42 patients (17 female;

25 male) had viral loads of <50 or <1000 copies/mL so were not

sequenced. Ninety-two (48.7%) of 189 infections sequenced were

subtype B; 45 (23.8%) subtype C; 15 (7.9%) CRF02_AG; and 9 (4.7%)

subtype G. Subtypes D (6 patients), A1 (5), F1 (5), CRF01_AE (3),

CRF06_cpx (2), and CRF18_cpx (1) were also detected. Six sequences

were unassigned, suggesting possible recombination events. Of note,

mean viral load for subtype C (4.49 log copies/mL) was lower than

subtypes B, CRF02_AG (both 5.06 log copies/mL) and G (5.07 log copies/

mL).

Conclusions: Ireland’s HIV 1 epidemic is becoming increasingly diverse.

These findings have significant implications for the management of HIV

in Ireland and should be used to inform national treatment strategies.

P110
Increase in pre-therapy HIV drug resistance in South
Africa is concentrated amongst patients with low CD4
cell counts
KHG Huang1, D Goedhals2, C van Vuuren2, A Katzourakis3, T De Oliveira4, P

Klenerman5, R Phillips1 and J Frater1

1The Peter Medawar Building for Pathogen Research, Oxford, UK,
2University of Free State, Bloemfontein, South Africa, 3Department of
Zoology, Oxford, UK, 4South African National Bioinformatics Institute,
Cape Town, South Africa, 5The James Martin 21st Century School,
Oxford, UK

Background: To characterise the molecular epidemiology of circulating

HIV variants in Free State, South Africa, to determine the prevalence of

pre-therapy drug resistance and test whether CD4 cell counts predict

antiretroviral resistance.

Methods: HIV polymerase genes were sequenced from 425 patients

attending antiretroviral (ARV) clinics and compared with the BioAfrica

database. Phylogenetic techniques were used to characterise the Free

State epidemic. Drug resistant mutations were identified using the

Stanford Database and their prevalence correlated with patient CD4 cell

counts.

Results: All Free State HIV variants sampled were subtype C. The mean

CD4 cell count of the cohort prior to therapy was 265 cells/uL, with

20.7% of patients having a CD4 cell count less than 100 cells/uL. The

Free State HIV sequences showed a homogeneous phylogenetic

relationship with other South African strains. There was an increase in

the prevalence of significant baseline ARV resistance (4.1%), compared

with earlier studies. This was distributed between PI (0.51%), NRTI

(0.76%) and NNRTI (3.43%). Four patients carried mutations conferring

resistance to more than one class. Of 16 patients with pre-therapy drug

resistance, 13 (81.3%) had CD4 counts <100 cells/uL (P = 0.01). This was

particularly apparent for NNRTI drug resistance (6.5% prevalence,

P = 0.01).

Conclusions: In a pre-treatment cohort tested after the onset of ARV

roll-out, we find an increase in baseline drug resistance and that

resistance clusters amongst patients with low CD4 cell counts. These

observations have implications for the South African ARV roll-out

program, impacting on resistance prevention strategies, prioritisation of

drug resistance testing, but particularly on the choice of ARV regimes in

resource-limited settings where NNRTIs are frequently used first-line.

P111
HIV diagnoses in a socioeconomically deprived urban
area: changes in demographics and disease presentation
in newly diagnosed cases
C Hiley1, A Aitsi-Selmi2, PJ Tsemunhu3 and C Mazhude3

1Institute of Cancer, Barts and The London School of Medicine, London,
UK, 2University College London, London, UK, 3University Hospital
Lewisham, London, UK

Background: Data from the Health Protection Agency suggests that up

to a third of the HIV infected population in the UK remain unaware of
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their status and are at risk of presenting in the later stages of HIV

infection. Over the last few years there have been initiatives to

encourage earlier HIV testing and diagnosis. We conducted a retrospec-

tive cross sectional study to assess presentation patterns in the newly

diagnosed population of an inner city area, with a large migrant

contingent, over the last 4 years.

Method: Retrospective case note review of consecutive newly diagnosed

patients in the periods of April 2003–April 2005 (106 cases) and May

2006–May 2007 (69 cases).

Results: Percentage male: 33% (2003–05) 55% (2006–07). Median CD4

Count: Total – 288 cell/lL (2003–05) 268.5 cell/lL (2006–07), Males –

289 cell/ll (2003–05) 158 cell/lL (2006–07), Females – 288 cell/lL

(2003–05) 298 cell/lL (2006–07). CD4 Count <200 cell/lL at diagnosis:

Total – 40% (2003–05) 49% (2006–07), Males – 46% (2003–05) 55%

(2006–07), Females – 37% (2003–05) 44% (2006–07). Ethnicity if CD4

Count <200cell/lL: West African Region – 17% (2003–05) 47% (2006–

07), Other African – 67%(2003–05) 31%(2006–07), Caribbean – 2%

(2003–05) 13% (2006–07), Europe – 14% (2003–05) 9% (2006–07).

Conclusions: There is an increasing trend for late presentation, CD4

count <200 cell/ll at diagnosis, in our study in excess of national figures.

This is due to delayed diagnosis in West African and Black Carribean

males. Late presentation remains unacceptably high and this study

highlights groups at which specific public health interventions may need

to be targeted.

P112
Loss to follow-up, mortality and intermittent
attendance among persons accessing HIV care in the UK
B Rice, T Chadborn and V Delpech

Health Protection Agency, London, UK

Aims: To determine national mortality rates and rates of loss to follow-

up (LTFU) in persons accessing HIV care in the UK.

Methods: Creation of a cohort dataset from 12 years of repeated,

national, cross-sectional surveys of HIV-infected persons accessing HIV-

related NHS care and record linkage to ONS reports of deaths. Analysis of

intermittent attendance and deaths to estimate national rates of

mortality and LTFU.

Results: The number of adults (aged >15 years) in the cohort increased

from 13,488 seen for care in 1995 to 48,277 seen for care in 2006.

Mortality rates declined rapidly from 10.1% in 1995 to 3.0% in 1998 and

then gradually to 1.1% in 2006 (but numbers of deaths increased from

446 in 2000 to 543 in 2005). Data from 2004–2006 show that 1.9% of

persons who attended in 2004 and 2006 did not attend in 2005. This

proportion decreased to 0.5%, 0.3%, 0.2% and 0.1% where persons did

not attend for 2, 3, 4 and 5 years. Taking into account intermittent

attendance and deaths in each year the estimated rate of LTFU declined

rapidly from 12.4% (1,678) in 1995 to 6.3% (1,025) in 1998 and then

gradually to 3.8% (1,651) in 2005. Mortality rates were similar across

prevention groups but LTFU was about three times higher among black

African heterosexuals than among men who have sex with men.

Conclusions: Mortality rates are now low (although numbers of deaths

have increased since 2000) and other work shows that some deaths are

preventable. Intermittent attendance is low but LTFU is significant and may

reflect emigration. Further research is needed to investigate the reasons for

intermittent attendance and the possibility of unreported deaths.

P113
Changes in mortality in a dedicated palliative care unit
for patients with HIV infection
K Forbes1, A Williams2 and S Rackstraw2

1Barts and the London NHS Trust, London, UK, 2Mildmay Hospital,
London, UK

Objective: In 1987 Mildmay Hospital opened in London as the first

hospice in Europe for people with HIV/AIDS. The objective of this study

was to examine death rates and cause of death from 1993 to 2006 in a

unique cohort of patients.

Methods: Deaths at the hospital were identified from the mortuary

book. Cause of death and patient characteristics were obtained from

death certificates and case notes.

Results:

Year Death rate (%) Deaths Admissions

1993 17.4 89 512

1994 15.2 91 598

1995 9.3 63 674

1996 9.3 71 761

1997 3.3 22 658

1998 3.6 19 535

1999 2.5 14 568

2000 3.4 12 351

2001 4.1 14 340

2002 4.2 13 312

2003 1.4 4 283

2004 1.9 4 211

2005 1.1 2 185

2006 1.3 2 158

Conclusions: The death rate has fallen dramatically since the introduc-

tion of HAART in 1996. In recent years few deaths have occurred at the

Mildmay which now functions as a unit specialising in patients with HIV

related cognitive dysfunction.

P114
Effects of immigration on the pattern of HIV infection
in Dublin, Ireland: a Dublin HIV Cohort study
WL Chung1, AM Shaban1, P Coakley1, MB Codd2 and SJ McConkey1

1Royal College of Surgeons in Ireland, Dublin, Ireland, 2University College
Dublin School of Medicine and Medical Science, Dublin, Ireland

Background: Ireland has experienced significant immigration in recent

years. This may affect the epidemiology of HIV infection. Patterns of HIV

infection have been described worldwide, and Ireland is uniquely placed

to study this. The objective of our study is to record any differences of the

pattern of HIV infection between Irish-born and migrant patient groups.

Method: For volunteers at a public hospital who agreed to participate in

the study, we obtained demographic and medical data through patient

interviews and chart review.

Results: 125 patients were included, 51% (n = 64) were Irish-born.

Mean age was 37 years. 77 had at least one documented reason for

testing. Of these, the Irish-born predominated in the groups that sought

testing due to symptoms of HIV, perceived risky sexual behaviour and

drug use, while detection through antenatal screening was almost

exclusive to the migrant group. A significantly higher proportion of the

Irish-born patients were male as opposed to the migrant group (70 versus

30%, P < 0.001). The Irish-born patients had a median duration of 7.1

(range: 0.2–17.8) years from time of diagnosis to participation in the

study, compared with 4.4 (range: 0.03–15.5) years for the migrants

(P < 0.05 for both comparisons). A larger proportion of men who have

sex with men was noted in the Irish-born patients (18 versus 6%,

P < 0.05). Conversely there was a higher percentage of heterosexuals in

the migrant group (58 versus 39%, P < 0.05).

Conclusions: These findings show a significant difference in various

aspects of the HIV epidemic between Irish-born and migrant groups and

allow for comparison with similar data in other health-care settings.

These results could be used to inform public health approaches and to

focus interventions that prevent spread of HIV infection and provide

treatment services to those who need it.
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P115
Lack of evidence for CD8 + T-cell mediated selection
pressure on proviral Gag p17 and p24 in chronically
infected HIV-1 + individuals
SJ Westrop1, MR Nelson2, Dr M Jones1 and N Imami1

1Imperial College London, London, UK, 2Chelsea and Wesminster
Hospital, London, UK

Background: T-cell responses specific to HIV-1 Gag inversely correlate

with HIV-1 viraemia. The discordance between IFN-g secretion and

proliferation of anti-HIV-1 CD8 T cells in chronic progressors may result

from viral escape mutations. We compare the sequence of autologous

proviral gag p17 and p24 with the consensus HXB2 sequence; used to

generate MHC class I restricted Gag (GagMHCI) peptides, to infer

whether the HIV-1-specific deficiency in ex vivo CTL responses is

attributable to viral escape and/or stimulation with inappropriate

peptides.

Methods: IFN-g ELISpot and lymphoproliferative assays were used to

measure the ex vivo response to GagMHCI peptides in 22 HLA-defined,

chronic progressors. Proviral gag was amplified from PBMCs, sequenced,

translated into amino acids (aa) and compared to HXB2 Gag. Differences

in the aa sequence of autologous Gag and GagMHCI peptides used in

assays were analysed. Variation in the aa sequence of peptide epitopes

restricted to the patient’s HLA type was compared to those restricted to

other HLA types.

Results: IFN-g was produced in response to GagMHCI peptides

compared to medium alone (P < 0.01), despite lack of proliferation in

all patients. Proviral gag sequences were 92–96% similar to HXB2 gag.

There was no significant difference between the number of sequence

changes in GagMHCI peptides matched to the patient’s HLA type and

those matched to other HLA types, when patients were analysed

individually (all P > 0.1), and when grouped (P = 0.668).

Conclusions: In chronic progressors, there is no difference in the number

of aa changes in p17 and p24 epitopes presented to CTLs and epitopes

that are not. IFN-g production and lack of evidence for MHCI restricted

selective pressure challenge the theory of viral escape.

P116
Functional and phenotypic profiling of suppressive
regulatory T cells in a cohort of HIV-1-infected
individuals
C Burton1, I Eccles-James1, M Nelson2, M Bower2, F Gotch1 and N Imami1

1Imperial College London, London, UK, 2Chelsea and Westminster
Hospital, London, UK

Background: Function of natural T regulatory (nTreg) cells in HIV-1

immune dysregulation has yet to be elucidated. Mechanisms by which

nTreg cells mediate suppression remains poorly defined, a role for

adenosine, mediated via CD39 and CD73, has been reported in the

mouse. Here we report on the phenotype and functionality of nTreg cells

in a cohort of HIV-1+individuals.

Methods: 76 HIV-1+patients, with median CD4 T cell count of 369

cells/uL were recruited. HIV-1 plasma load was bld (50 copies/mL) in

48. PBMC were stained for CD4, CD25 and Foxp3 and combinations of

CD27, CD39, CD45RO, CD73 or CD127. Responses to CMV and HIV-1

peptides were assessed by lymphoproliferation assays (LPA) in whole

and nTreg depleted PBMC. Statistical analysis was performed using the

Wilcoxon signed rank and Mann–Whitney U tests.

Results: A median of 87, 82, 96, 2 and 63% of CD4+Foxp3+CD25hi cells

expressed CD27, CD39, CD45RO, CD73 and CD127-/lo respectively.

Removal of nTregs led to a significant increase in LPA response to CMV

(P = 0.0313) but not to Gag (P = 0.1167) when compared to whole

PBMC.

Conclusions: We did not observe expression of CD73 on nTregs;

consistent with our findings in healthy controls. We did however,

observe CD39 on nTreg cells indicating a possible role of the adenosine

pathway. CD39 has also been shown to be incorporated into HIV-1

particles, where it remains biologically active. CD27 and CD45RO were

detected on high proportions of nTregs, CD127-/lo expression was

inconsistent in the context of HIV-1 infection. The suppressive action of

nTregs over CMV responses was maintained during HIV-1 infection. No

recovery of the HIV-1-specific response was seen with the removal of

nTregs indicating alternate mechanisms for this dysfunction.

P117
Definition, identification and recruitment of
HIV-exposed uninfected (EU) subjects for CHAVI 002
SJ Fidler1, K Legg1, K Kuldanek1, S Okuma2, M Brady2, P Easterbrook2 and

A McMichael3

1Imperial College London, London, UK, 2King’s College Hospital, London,
UK, 3University of Oxford, Oxford, UK

Background: The identification of rare individuals who remain HIV

uninfected despite repeated sexual exposure termed exposed uninfected

individuals (EU), has been a long-accepted yet poorly understood

phenomenon. CHAVI: a global collaboration funded by the US NIH aims

to clearly define and identify EUs to characterise the genetic and

immunological factors that may contribute towards the relative resis-

tance to HIV acquisition.

Methods: St Mary’s Hospital (SMH) and Kings College Hospital (KCH)

London aim to enrol HIV serodiscordant couples alongside matched HIV

unexposed uninfected (UU) couples for T cell and innate immunity

studies respectively.

Results: 75 couples participated in pre-screening assessments and 10

couples have been enrolled at SMH. The majority of non-enrolled couples

were either infected with non-B clade HIV or reported insufficient sexual

exposure. Three couples have been screened at KCH. Challenges to

enrolment have been insufficient reported HIV exposure, poor acceptance

of genital examination especially in the UU control groups and genital

swab taking. Self-administered STI swabs have enhanced uptake. Of the

10 couples enrolled at SMH 35% EU have measurable HIV-specific CD8+

T cell immune responses compared with no responses detected in the UU

controls.

Conclusions: The most efficient way to recruit EU couples has been by

patient self-referral in response to targeted articles and advertisements.

The elimination of intrusive genital examination and STI testing in

asymptomatic participants has enhanced participant acceptance.

P118
Lipopolysaccharide-induced activation of natural killer
cells from HIV-1 infected individuals
MR Goodier1, JNS Gregson1, D Constantinou1, AW Steel2, M Bower2,

BG Gazzard2 and FM Gotch1

1Imperial College London, London, UK, 2Chelsea and Westminster
Hospital, London, UK

Background: Increased levels of lipopolysaccharide and associated

proteins are observed in the plasma of HIV-1 infected individuals as a

result of microbial translocation from the gastrointestinal tract. These

factors are directly associated with chronic CD8+ T cell activation in

people with HIV/AIDS (PWHA). We hypothesis that elevated plasma LPS is

also associated with chronic NK cell activation in PWHA and that

responses of NK cells to LPS will be refractory in-vitro.

Methods: Flow cytometric analysis was used to determine NK cell

activation (CD25, CD69, HLA-DR and CD38 expression) within PBMC

from viraemic (n = 15) and aviraemic (n = 19) PWHA and HIV-1

negative controls (n = 17). Plasma LPS was measured by limulus

amoebocyte assay and LPS binding protein (LBP), sCD14 and anti-

endotoxin core antibody (Endocab IgM) were measured by ELISA. Inter-

group comparisons were made using the Mann–Whitney U test.

Correlations were made using linear regression analysis. P < 0.05 were

taken as significant.
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Results: Viraemic and aviraemic PWHA have significantly higher plasma

concentrations of LPS, LBP and sCD14 and reduced endocab IgM

compared to controls. Both groups of PWHA have higher proportions of

CD69 and HLA-DR+NK cells compared to controls. NK cell CD69 and

plasma LPS are significantly correlated only in viraemic PWHA. The

proportion of NK cells expressing HLA-DR correlates with CD8 T cell HLA-

DR expression but not with plasma LPS concentration in viraemic PWHA.

In-vitro stimulation of NK cell CD69 expression by LPS is significantly

reduced in PWHA compared to controls.

Conclusions: Bacterial endotoxin influences partial activation of NK

cells from PWHA only in the presence of plasma viraemia and these cells

are refractory to further stimulation by LPS.

P119
Quality as well as quantity of CD4 controls HIV
progression: implications for the clinic
GS Thorborn, L Pomeroy, H Isohanni, A Vyakarnam and B Peters

King’s College London, London, UK

Aim of this study is to determine the potential clinical application of

measuring the quality of T-regualtory cells in HIV-1 infection.

Background: A subset of CD4 T cells, T-regulatory cells, can profoundly

influence the magnitude and nature of the T lymphocyte immune

response to HIV infection. Current literature focuses on T-regulatory cell

quantity rather than quality.

Methods: We developed an experimental approach to assess quality of

T-regulatory cell function. A classical suppression assay that measures

the ability of purified CD4 + CD25 + suppressors (S) to suppress the

proliferation of purified CD4 + CD45RO + CD25- effectors cell (E) to CD3/

CD28 polyclonal stimulation was optimised to cover a dynamic range

that covered 50–100% suppression. Using a grid analysis comprising a

sliding scale of stimulus and E:S ratio, we compared the suppressive

ability of healthy volunteers (n = 15) and chronic HIV-infected subjects

who were identified as slow progressors (n = 8).

Results: Healthy volunteers: suppression levels fell in a ratio dependent

manner from 100% at an E:S ratio of 1:0.5 to 50% suppression at an E:S

ratio of 1:0.06. HIV+ slow progressors remained at 100%, even as

suppressor cells were diluted to the lowest E:S ratio of 1:0.06 tested

(P = 0.034 Mann–Whitney U test). These data show S cells from slow

progressors have an enhanced capacity to suppress E CD4 T cell

proliferation compared to counterpart cells from healthy volunteers.

Conclusions: These data indicate for the first time that on a per cell

basis S cells from HIV+ slow progressors are more potent than cells from

healthy volunteers. These studies may provide novel insight to HIV

pathogenesis.

P119A
Functional and phenotypic T cell analysis after tetanus
toxoid or pneumovax vaccination in HAART-treated
HIV-1+ patients
G Rosignoli1, C Burton1, G Moyle2, B Gazzard2, F Gotch1 and N Imami1

1Dept of Immunology, Chelsea and Westminster Hospital, London, UK,
2Dept of HIV/GUM, Chelsea and Westminster Hospital, London, UK

HIV-1 infection is characterised by loss of responses to pathogens and

the inability to mount and sustain effective immune responses. This

study was designed to evaluate the ability of highly active antiret-

roviral therapy (HAART) treated HIV-1 + patients to respond to Tetanus

Toxoid (TTox) and Pneumovax vaccination. 24 HIV-1 + patients on

HAART with undetectable viral load were enrolled and completed the

study. Median CD4 cell count at baseline was 358 cells/lL blood (IQR

235–626). Patients were randomised in three groups: i) TTox vaccina-

tion, ii) Pneumovax vaccination and iii) no vaccine. Patients were

vaccinated at baseline with follow up at 4, 12 and 24 weeks. T cell

function was assessed by lymphocyte proliferation assay and IFN-c
Elispot against TTox and Pneumovax. In parallel changes in phenotype

of the T cells were also assessed at all time points using markers for

activation, homing, costimulation, central/effector memory status and T

regs. Results: No difference was observed in IFN-c production between

the three groups. Proliferation was increased at week 4 in the TTox

group (P = 0.0256) compared to control, no such increase was

observed in the Pneumovax group. No differences were observed in

the phenotype or in the HIV-1 responses of the T cells between groups.

Conclusions: HIV-1 + patients can mount an immune response against

TTox but this response in not sustained over time, this was confirmed

by phenotypic analysis which showed no increase in activation and no

changes in effector-memory T cell subsets. This might be a

consequence of the immunological dysfunction caused by HIV-1 not

completely corrected by HAART suggesting a different approach in

therapy to such as starting therapy when CD4 counts are higher than

350 cells/lL blood.

P120
Trimetrexate and folinic acid: a valuable salvage option
for Pneumocystis jirovecii pneumonia
CS Short, YC Gilleece, DR Churchill and M Fisher

Brighton and Sussex Unversity NHS Hospitals Trust, Brighton, UK

Background: The best management strategy for patients who fail to

respond to first-line therapy for Pneumocystis jirovecii pneumonia (PCP)

is currently unclear. We describe our experience with trimetrexate and

folinic acid as salvage therapy for patients with PCP.

Methods: We identified all patients who were treated with trimetrexate

and folinic acid who had failed 7 or more days of co-trimoxazole,

clindamycin-primaquine or dapsone-trimethoprim between 1996 and

2006. Demographic and clinical data was extracted from patient notes

and the department database. Resolution of symptoms and 12 week

survival were the primary outcomes.

Results: 14 patients satisfying the study criteria were identified. 86%

(12) were previously unaware of their HIV status. Mean CD4 count was

44 (2–195). Mean PaO2 (on air) on admission was 5.6kPa. 62% (9) were

admitted to intensive care. Salvage therapy was initiated after a mean of

20 days (7–34) and was continued for 14–21 days. A full course of

trimetrexate was tolerated in 100% of cases. 100% were commenced on

corticosteroids, 71% were initiated on antiretrovirals during admission

after a mean of 24 days. Day 21 response was 79% (11). 1 patient

relapsed post day 21. Day 28 survival was 71% (10) which persisted to at

least 12 weeks. Meta-analysis suggesting a 86% (36/42) day 30 survival

with clindamycin-primaquine salvage is derived from studies with

inconsistent initiation and survival criteria.

Conclusions: This is the first case series to characterize the use of

trimetrexate in the context of adjunctive corticosteroids and HAART.

71% success rate in a patient group with several features associated

with poor outcome, shows that trimetrexate is an extremely effica-

cious, safe agent that should remain a valuable option in PCP salvage

therapy.

P121
Adherence to anti-retroviral therapy in patients in
Bangalore, India
M Cauldbeck1, C O’Connor2, JA Saunders3, A Rao4, A Mallesh4,

A Praveen4, MB O’Connor5 and KS Satish4

1The School of Medicine, Aberdeen, UK, 2The Department of GU/STD
Medicine, Mid-Western Regional Hospital, Limerick, Ireland, 3The
Department of Mathematics and Statistics, University of Limerick,
Limerick, Ireland, 4The Chest and Maternity Centre, Rajajinagar and
Wockhardt Hospital and Heart Institute, Bangalore, India, 5The Depart-
ment of Medicine, South Infirmary–Victoria University Hospital, Cork,
Ireland

Objectives: HIV has an estimated prevalence of 0.9% in India

(5.2 million). Anti-retroviral drugs are the treatments of choice and
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non-adherence is an important factor in treatment failure and devel-

opment of resistance, as well as being a powerful predictor of survival.

This study proposes to assess adherence to ART in HIV+ patients in

Bangalore, India a country where 10% of those who need get therapy.

Methods: A cross-sectional anonymous questionnaire survey of 60 HIV+

patients was carried out on patients attending HIV outpatient services in

Bangalore, India. Consent was obtained. Translation was done. Data was

analysed using SPSS.

Results: Response rate: 53/60 (88%). Mean patient age was 39.85

years, with 50% aged 30–40. 73.6% of participants were male. 60%

were fully adherent. Mean family size = 4.8 (1–13). 21% lived <50 km

and 21% > 400 km from clinic. Adherence was statistically significantly

linked to regular follow-up attendance (70.5%, P = 0.002). No other

results were statistically significant but trends were found. Better

adherence were seen in older patients (>40 = 50%, <40 = 15%), males,

those from larger families, those who had AIDS (AIDS = 72%,

Well = 50%), those taking fewer tablets (<5 = 76%, 5–9 = 41%) and

without food restrictions (Without = 70%, With = 48%). Commonest

side-effects causing non-compliance were metabolic reasons (66%) and

GIT symptoms (50%). No differences were seen for education level,

family income, distance travelled to clinic, time since diagnosis, or time

on ART.

Conclusions: Regular attendance for follow up was statistically signif-

icant for adherence. Positive trends were seen in those in larger families,

older, those who had AIDS, simple regimes, and without side-effects.

Education income, distance travelled and length of time diagnosed or

treated had no effect.

P122
Cardiovascular (CVD) disease risk management in HIV
patients at an infectious diseases unit in UK
JE Mallewa, J Parish, A Prasad, G Alvares, EGL Wilkins and FJ Vilar

North Manchester General Hospital, Manchester, UK

Background: An audit to determine if our unit appropriately identifies

CVD risk factors in HIV patients on highly active antiretroviral therapy

(HAART) and institutes corrective measures or treatments according to

the Joint British Societies: Guidelines on Prevention of CVD in Clinical

Practice 2005.

Methods: A retrospective HIV patient case note review of 101 case

notes of patients attending HIV clinics between January 2006 and

January 2007.

Results: Male 83(82.17%); Mean age 41.4 years (21–71). Ethnicity:
white 79(78%); Black African 14(14%); Asian one (1%). Documented

pre-existing risk factors: Smokers 52(51.5%); Family History of CVD

21(20.8%); diabetes (DM) seven (7%); hypertension seven (7%);

Ischaemic heart disease (IHD) one (0.9%). Patients with raised lipids

were 58(57.4%). Patients with systolic blood pressure (BP) >140mmHg

were 16(15.4%) and diastolic BP >90mmHg were 16(15.4%). 13(12.9%)

had blood glucose >6.1mmol/L. 15(14.8%) were at high risk of CVD

[Calculated CVD risk >20% in 10 years 7(7.4%); Pre-existing DM and

IHD)]. Eighty five (84.1%) had a calculated CVD risk <20% (i.e. low). A

proportion of the case notes did not have any documentation of CVD risk

factors or a BP record. Management: In high risk Patients: life styles

advice given was smoking cessation 3/10 and diet/weight reduction 3/15;

drug treatment: DM 5/7, high BP 3/3, raised lipids 8/12, aspirin 2/15 (one

stopped). one patient was referred to a dietician.

Conclusions: 14.8%of the HIV patient population at our Infectious

Diseases unit are at high risk of CVD and would merit closer attention in

terms of treatment and life style advice, both were not done rigorously

enough. Referrals to specialist clinics (hypertension, lipid, cardiology,

dietician) or general practitioners could improve the management of

these patients.

P123
Uptake and attitudes towards occupational health
services by HIV-positive health care workers
L Hamzah1, M Pakianathan1, O McCarthy1, I King1 and F Burns2

1St George’s Hospital NHS Trust, London, UK, 2University College London,
London, UK

Background: Anecdotally it has been observed that HIV positive health

care workers (HCWs) are often not accessing Occupational Health (OH).

This exploratory, qualitative study explores attitudes towards and uptake

of OH services amongst HIV positive HCWs.

Methods: In depth interviews were conducted with 15 HIV infected

HCWs. Purposive sampling ensured diversity in socio-demographic and

clinical characteristics. Interviews were tape recorded, transcribed

verbatim and subjected to thematic analysis.

Results: Respondents included one doctor, seven nurses, six health care

assistants and one therapist. Attitudes, experience and access to OH

services varied widely. Perceived lack of confidentiality, inadvertent

disclosure to colleagues and potential discrimination in the workplace

were the principal barriers to uptake of OH services. Agency and privately

employed HCWs in particular had a lack of access to OH and concerns

regarding confidentiality. The five HCWs who had accessed OH generally

had a positive experience. Those who had not accessed OH had greater

concerns regarding the impact of HIV on work. These were particularly

surrounding the risk of HIV transmission to their patients, their physical

ability to work in the long term and fears regarding loss of job or job

opportunities.

Conclusions: Improving HCWs understanding of the role of OH in

relation to HIV and its commitment to confidentiality may help improve

uptake of OH services and alleviate anxieties around the impact of HIV on

work. Provision of OH advice to agency workers or those unwilling

to disclose presents practical, ethical and legal challenges in its

implementation.

P124
Interactions between immunosuppressants and
antiretroviral therapy (ARVT) in solid organ transplant
recipients: a role for non-nucleoside reverse
transcriptase and protease inhibitor-sparing regimes
B Nathan1, M Tredger1, S Doshi1, R Kulasegaram2 and CB Taylor1

1King’s College Hospital NHS Foundation Trust, London, UK, 2Guy’s and
St Thomas’ Hospitals NHS Foundation Trust, London, UK

Background: Interactions between immunosuppressants, NNRTIs and PIs

are common and often unpredictable due to variable interactions with

CYP3A4 and P-glycoprotein.

We present three cases of organ recipients who had drug interactions

resulting in significant toxicity requiring dose alteration.

Case1: a 56 year old woman who underwent liver transplantation for

hepatitis B susequently acquired HIV. She was on stable ciclosporin based

immunosuppression and commenced on saquinavir/ritonavir 1000/100

mg bd containing ARVT. Ciclosporin levels peaked at 1005 mcg/L (normal

range <200 mcg/L) requiring the patient to be admitted to hospital for

monitoring of renal function. Her ciclosporin dose was reduced to 25 mg

every third day.

Case 2: a 37 year old HIV positive man underwent liver transplantation

for hepatitis B and was on stable tacrolimus based immunosuppression.

Efavirenz was switched to nevirapine resulting in an increase in

tacrolimus levels peaking at 22 mcg/mL (normal range 1–12 mcg/L)

and worsening renal function.

Case 3: a 40 year old HIV positive man underwent renal transplantation

for HIVAN. He was taking fosamprenavir/ritonavir 700/100 mg bd ARVT

and commenced on ciclosporin based immunosuppression. Fosamprenavir

levels increased to 4000 ng/mL (therapeutic range <400 ng/mL) asso-

ciated with disabling diarrhoea requiring discontinuation of ritonavir.
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Conclusion: In patients with NRTI options agents such as raltegravir and

enfurvitide may be useful in the treatment of HIV positive solid organ

transplant patients in the peri- transplant period because of their

minimal interactions with cytochrome P450 and P-glycoprotein.

P125
The significance of low level plasma HIV viral load on
COBAS TaqMan� HIV-1 assays for patients with
undetectable plasma viral load on COBAS Amplicor�

monitor version 1.5
K Manavi

University Hospitals Birmingham, Birmingham, UK

Background: COBAS TaqMan� assay is a new HIV assay for measuring

plasma viral load. A significant number of patients with undetectable

plasma viral load (VL) on COBAS Amplicor� assay were reported to have

detectable VL with TaqMan�. The aim of the study was to investigate the

significance of detectable VL counts in patients who have had

undetectable plasma VL with Amplicor� assay.

Methods: Patients who have had undetectable (<less than 50 copies/

mL) plasma VL with COBAS Amplicor� version 1.5 assay but detectable

plasma VL with TaqMan� assay between 01/06/06 and 30/04/07 were

included in the study. All patients were on highly active anti-retroviral

therapy (HAART) for longer than 6 months before use of TaqMan� assay.

Patients with detectable VL were followed up on monthly basis until their

VL was <40 copes/mL or confirmed new resistance to HAART led to

change in their regime.

Results: Plasma VL was detectable (>40 copies/mL) in 113 (14%) patients

on 126 episodes using TaqMan� assay. VL was less than 500 copies/mL in

90% of those episodes. All episodes ended with VL<40 copies/mL. After a

median of 117 (94–143) days without change in HAART regimes. The

duration of those episodes was longer than 150 days in 75% of cases. No

new mutation was detected amongst specimens with detectable VL.

Conclusions: Short term detectable VL may be common with using

TaqMan� assay. This phenomenon did not result in new mutations or

failure of HAART in study patients in short term.

P126
Is best practice to devolve statin prescribing to primary
care in patients on HAART
PD Benn1, L Evans1, SG Edwards1, J Minton2 and R Miller3

1Camden PCT, London, UK, 2University College London NHS Foundation
Trust, London, UK, 3Royal Free and University College London Medical
School, London, UK

Background: Co-administration of simvastatin with a potent CYP3A4

inhibitor is contra-indicated and may result in life threatening rhabd-

omyolysis and death. Current GMS targets, national cost-effective statin

prescribing campaigns and transfer of non-HIV prescribing to primary

care may put HIV+ patients at risk of potentially fatal drug-drug

interactions. We aimed to assess a strategy of devolving statin

prescribing to primary care.

Methods: From the pharmacy database we identified patients whose

statin prescription had been transferred to primary care between 1st

January–30th June 2007. Data was obtained from a retrospective case

notes review and patient interview.

Results: Of 95 patients receiving a statin during this period, we aimed to

transfer the statin prescription to primary care in 26 (atorvostatin

n = 16, pravastatin n = 10). Patients HAART regimens included a PI

(n = 14) and NNRTI (n = 16). Most transfer requests to GPs were by

letter (88%), 5% highlighting that co-administration of simvastatin and

PIs is contraindicated. Three patients without GPs obtained their statin

via alternative methods. Outcomes included continuation of the same

statin (52%), discontinuation of the statin due to non-attendance at

primary care (24%), GP initiated simvastatin (19%). Of those switched to

simvastatin, two were taking PIs. One refused to pay prescription charges

and statin prescribing was continued by the HIV clinic. No reports of

rhabdomyolysis or adverse events were identified.

Discussion: This study identifies specific problems related to devolving

statin prescribing to primary care. Communication with GPs must

specifically state relevant contraindications and close follow-up is

essential. Alternatively ongoing statin prescribing should remain the role

of HIV practitioners.

P127
Analysis of UK costs of full virological suppression for
treatment experienced, HIV-infected patients in the
DUET trials
A Hill1 and S Martin2

1Liverpool University and Tibotec, Liverpool, UK, 2Tibotec, Mechelen,
Belgium

Background: The aim of antiretroviral treatment is long-term suppres-

sion of HIV RNA below 50 HIV RNA copies/mL. The DUET 1 and 2 trials

evaluated efficacy of etravirine (TMC125) versus placebo, given with

optimised background regimen (OBR) of NRTIs, darunavir/ritonavir (DRV/

r) and optional T-20, in treatment experienced patients, where complex

and expensive drug combinations are typically required.

Methods: Published UK antiretroviral treatment costs (British National

Formulary) were used. The UK administrative fee was used as a guide to

TMC125 costs. Rates of HIV RNA suppression <50 copies in different

treatment groups were combined with drug costs to calculate the costs

per patient with HIV RNA <50.

Results: For the DUET 1 and 2 trials, the average annual per patient cost

of antiretrovirals in the TMC125 arm was £22,038, with 29% of the total

cost from NRTI, 28% from PI, 29% from T-20 and 15% from TMC125; the

mean overall cost in the placebo arm was £18,801. The cost per patient

with HIV RNA <50 was £37,352 for the TMC125 arm (59% HIV RNA

response at Week 24) versus £45,856 for the placebo arm (41% HIV RNA

response at Week 24). For a fixed treatment budget of £1 million, this

would lead to 26.8 patients showing HIV RNA suppression if given OBR +

TMC125, versus 21.8 patients given OBR plus placebo.

Conclusions: In the DUET trials, treatment with TMC125 was associated

with consistent reductions in the cost per patient with HIV RNA<50

copies/mL. This analysis does not account for differences in use of

concomitant medications, drug toxicity, or progression to AIDS, which

could also influence value assessments.

P128
Hospital admissions of HIV patients in the highly active
antiretroviral treatment (HAART) era
S Soni, A Samarawickrama, M Lechelt, Y Gilleece and D Churchill

Brighton and Sussex University Hospitals, Brighton, UK

Introduction: The introduction of HAART has seen a shift in the pattern

of hospital admissions of HIV patients. We describe hospital admissions

over 1 year and discuss how this impacts on our service provision.

Methods: Retrospective case notes review of all patients admitted under

the HIV team in 2006.

Results: One hundred sixteen patients were admitted during 2006

accounting for 150 admissions. 53% (80/150) of admissions were non-

HIV related. 20% (30/150) were HIV related, 20% (30/150) AIDS related

and 7% (9/150) due to HAART intolerability. There were 20 new HIV

diagnoses: 7/20 (35%) symptomatic non-AIDS (including one serocon-

verter), 13/20 (65%) symptomatic AIDS.

Discussion: This audit highlights two important points. Firstly, despite

the advent of HAART and its associated reduction in morbidity from HIV,

the number of admissions to hospital remains high. However the reasons

for these are largely non-HIV related; a significant change from the pre-

HAART era when most admissions were due to an AIDS defining illness.

HIV is now a chronic disease and we are likely to see an increase in non-

HIV related problems. The BHIVA Standards of Care document actively
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encourages specialist input in the care of complex patients as we do not

have the expertise to manage all non-HIV medical problems and

complications of HIV.

Secondly, although the availability and uptake of HIV testing has increased

overall, we are still seeing a significant proportion of late presenters. This

serves as an important reminder to hospital physicians and surgeons that

HIV testing should be considered in all patients with unexplained or

recurrent infections, malignancies and in those with risk factors for HIV.

P129
Are London HIV patients receiving optimal care?
(Developing and monitoring pilot clinical outcomes)
T Chadborn and V Delpech

Health Protection Agency, London, UK

Aim/objective: To develop and monitor local clinical outcomes, in

accordance with the London HIV Strategy. Outcome 1, virological reponse

to therapy was presented at BHIVA last year. Other outcomes are to

assess:(ii) levels of severe immunosuppression, ‡(iii) access to care after

HIV diagnosis (using first CD4 count as a proxy), (iv) short-term mortality

among the newly diagnosed.

Methods: Analysis of reports to national surveillance systems: SOPHID,

CD4 Surveillance, and case reports of new HIV diagnoses. Outcome

definitions are:(i) CD4>200 after ‡1 year in care;(iii) <28 days from HIV

diagnosis to first CD4;(iv) mortality within 12 months after HIV diagnosis

by CD4 category at HIV diagnosis.

Results: (ii) 91% (20,358/22,258) of persons with CD4 after ‡1 year

under care had a CD4>200 between July 2006 and June 2007. This

proportion ranged from 96% (74/77) to 86% (396/459), (iii) 79% (1,702/

2,147) of persons with CD4 counts within a year of diagnosis (in 2005)

had a CD4 count within 28 days. This proportion ranged from 94% (34/

36) to 62% (37/60), (iv) 2.4% (72/3,038) of persons diagnosed in London

(specified sites) in 2005 were known to have died within 12 months.

Mortality was 13.4%, 3.2%, 1.0% 0.3%, 0.2% among those diagnosed

with CD4<50, 50-99, 100-199, 200-349, 350+.

Conclusions/Discussion: London HIV patients receive a high level of care

but there is a severe impact of late diagnoses, particularly with CD4<50.

Further investigation should determine whether variation between clinics

was due to casemix or patient management. Local clinical outcomes are

feasible and helpful in monitoring clinical standards and can be used to

share best practice.

P130
Outcomes from a unique rehabilitation programme for
patients with HIV-related cognitive impairment
S Rackstraw

Mildmay Hospital, London, UK

Background: The Mildmay Hospital was founded to provide palliative

care to patients suffering with advanced HIV disease. One ward was

developed for patients with HIV related cognitive impairment. Highly

active antiretroviral therapy and a structured rehabilitation programme

enabled many patients to return to community living. An analysis of

outcomes for the past 3 years was undertaken.

Methods: Data from the hospital’s admissions database was analysed

for the period from 2004 to 2007.

Results:

2004/05 2005/06 2006/07

Number of admissions 52 63 38

Median CD4 count on admission 60 85 38

Median CD4 count on discharge 147 147 220

Median viral load on admission 52000 10750 3542

Median viral load on discharge 57 133 298

Discharged to community 23% 37% 45%

Discharged to residential care 19% 14% 18%

Transferred to acute HIV centre 29% 21% 16%

Conclusion: A structured inpatient rehabilitation programme can result

in improvements in CD4 count and viral load in this cohort of patients,

and lead to a large proportion of them returning to the community.

P131
Group work with HIV+ teenagers to facilitate transition
to adult services and avoid loss to follow-up
T Campbell1, B Wilkins2 and H Beer1

1Newham Psychological Services, London, UK, 2Newham PCT, London, UK

Background: The "Looking Forward" programme (LFP) was established in

Newham in 2004. It is a group work approach aimed at HIV+ young

people over 12 years who know their diagnosis. The programme aims to

facilitate taking increased responsibility about adherence to medication,

communication about their health needs, disclosure to potential sexual

partners, talking to family and healthcare workers about HIV and increase

levels of acceptance regarding taking HAART.

Method: Questionnaire evaluations are conducted at the end of each

LFP. The programme was conducted three times in 2007 and19

evaluations were collected. Of these, 11 were first time participants

and eight had participated at least once previously.

Results: Responses to the following issues were rated agree/strongly

agree by participants: programme answered questions about HIV (17/19),

increased optimism for the future (18/19), increased feeling of coping

effectively with HIV (16/19), facilitated ability to talk to a family member

about participation in the programme (16/19), facilitated comfort in

talking to HIV doctor /nurse (14/19), facilitated comfort in taking HIV

medication (13/19) and decreased worry about HIV (13/19). However,

participation seemed less effective at facilitating positive emotional

aspects of coping: (After participation in LFP) feeling less sad about

having HIV (11/19), easier to talk to my family (8/19).

Conclusions: A group work approach for HIV+ teenagers is useful to

facilitate skills that enable them to take increased responsibility for their

healthcare and engage appropriately with HIV services.

P132
Quantification of psychological morbidity in HIV-asso-
ciated lipodystrophy
L Nelson1, KJ Stewart1 and A Winter2

1Plastic Surgery Unit, St John’s Hospital, Livingston, UK, 2Brownlee
Centre, Glasgow, UK

Aim: To evaluate psychological morbidity associated with HIV-associ-

ated lipodystrophy.

Methods: The Derriford Appearance Scale (DAS 24) and Hospital Anxiety

and Depression Scale (HAD-A, HAD-D) were completed by 50 patients

with HIV-associated lipodystrophy referred for plastic surgery, and

similar numbers of HIV patients without lipodystrophy and healthy MSM

volunteers. Patients with facial lipoatrophy were assessed at baseline

then at 2, 6 and 12 months following treatment with either autologous

fat, Bio-alcamid� or Newfill�.

Results: Scores for the DAS 24 were significantly greater (representing

greater psychological distress associated with physical appearance) in

patients with HIV lipodystrophy Median (IQR) = 59 (48.5–71.5) than HIV

patients without lipodystrophy Median (IQR) = 33 (28–48) and healthy

volunteers Median (IQR) = 36 (28.75–41.25). Depression scores were

significantly greater for HIV lipodystrophy patients Median (IQR) = 7

(3.5–12) than controls. There was no significant difference in anxiety

scores between groups. Treatment was associated with a significant

improvement in DAS-24 Median (95% CI) = 42 (36, 47) and depression

scores Median (95% CI) = 4 (3,4) in patients with HIV lipodystrophy.

Conclusions: Patients who develop HIV lipodystrophy have greater

distress relating to body image and depression compared to HIV patients

without lipodstrophy and healthy MSM controls. Treatment is associated

with a significant improvement in these outcomes.
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P133
A study of needle stick injuries among non-consultant
hospital doctors in Ireland
MB O’Connor1, MJ Hannon2, D Cagney3, R O’Connor4, U Harrington1,

K Courtney3, F O’Brien4 and C O’Connor5

1The Department of Medicine, South Infirmary - Victoria University
Hospital, Cork, Ireland, 2The Department of Medicine, University College
Cork, Cork, Ireland, 3The Department of Medicine, Mercy University
Hospital, Cork, Ireland, 4Department of Medicine, Mid-Western Regional
Hospital, Limerick, Ireland, 5The Department of GU/STD Medicine,
Mid-Western Regional Hospital, Limerick, Ireland

Introduction: In a time of increasing blood borne infection prevalence

and global travelling, NCHDs are thus being exposed to a greater number

and wider variation of blood borne infections. Needlestick injuries (NI)

are possibly the main route of acquiring such infections from a non-

consultant hospital doctors (NCHDs) perspective. This study examines

NCHDs experiences surrounding NI, blood/needle handling training

received, infection fears and NCHDs demographics.

Methods: A cross-sectional self-administered anonymous questionnaire

survey was conducted on 185 NCHDs working in seven teaching

hospitals. Ethical approval was received.

Results: Response rate was 85.4% (158/185). 58% were medical NCHDs

and 42% surgical. The mean age was 27.7, with Interns (46%), SHOs

(33%) and Registrars (20%) taking part.

58% have experienced a NI with a mean number of 2.77 accidents

(range:1–13). Venopuncture (47%) was the commonest type of injury.

Only 31% report wearing gloves when dealing with needles or blood

products. 37% have had sharps handling training, while 37% have

reported their NI to the relevant departments. HIV (60%) followed by

HCV (28%) and HBV (11%) are the infection most feared.

Conclusions: A NI history is greater among the surgical NCHDs than the

medical NCHDs. The level of disposable glove usage is worryingly poor.

Training in sharps handling and in dealing with a NI needs to be

addressed. HIV is the blood borne infection most fear of being

contracting as a consequence of a NI.

P134
Coding and the clinician
P Holmes, M Nelson, M Bower, B Gazzard and S Barton

Chelsea and Westminster Hospital NHS Foundation Trust, London, UK

Objectives: In the NHS accurately coded clinical data is essential to

ensure the appropriate funding of services and to plan for service

development. Coding clinical data involves allocating a specific code to

represent a diagnosis or item of care for a clinical record. In order to

investigate the effect of accuracy of coding in individuals infected with

the human immunodeficiency virus(HIV), we analysed the use of the S10

code, referring to HIV related in-patient admissions, since Payment By

Results (PBR) was instituted in 2004/2005.

Methods: The case records of all HIV infected individuals admitted as in-

patients were examined since 2004 to investigate use of the S10 code

before and after clinicians were involved in the coding process (2006).

The in-patient class of the Buisiness Objects PADW Live Universe was

used to return from the Trust’s data Warehouse any Finished Consultant

Episode (FCE).

Results: There was an increase in the total HIV in-patient FCE from

14.8% in 2004 to 29.5% in 2005, which rose to 70.4% with clinician

involvement. The majority of HIV infected individuals’ in-patient

admissions could be classified as S10 reflecting the wide variety of

S10 related illnesses associated with HIV.

Conclusions: These findings have financial impications for trusts and

suggest that to achieve accuracy, the coding process should involve a

clinician.

P135
Cognitive function in HIV-1-positive gay men in the
post-HAART (highly active antiretroviral therapy)
era – preliminary results
K Towgood1, R Kulasegaram2, M Pitkanen3, L Reed1, C Bradbeer4,

A Fradera1, S Soni4 and M Kopelman1

1King’s College London, Institute of Psychiatry, London, UK, 2Guy’s and
St Thomas’ NHS Foundation Trust, London, UK, 3Neuropsychiatry
and Memory Disorders Clinic, St Thomas’s Hospital, London, UK, 4Guy’s
and St Thomas’ NHS Foundation Trust, London, UK

Background: Prior to the introduction of HAART, cognitive deficits in

HIV-1 positive individuals had been estimated to fall between 30% and

50%. Current research has produced mixed findings regarding whether

the introduction of HAART has changed the quantity and quality of these

cognitive deficits. The objective of this study is to describe the

occurrence and pattern of neuropsychological deficits in HIV-1 positive

individuals in the post-HAART era.

Methods: Extensive neuropsychological, neuroimaging and clinical data

is currently being collected for groups of HIV-1 positive older and

younger participants and matched HIV negative controls. This presen-

tation will focus on preliminary neuropsychological data comparing a

group of 10 medically and psychiatrically stable HIV-1 positive younger

patients (mean age 36) to a group of 12 matched HIV negative healthy

controls (mean age 33).

Results: All patients were asymptomatic, with undetectable HIV-1 viral

loads, and stable on HAART for at least 6 months. The analysis revealed

significant group differences between the young HIV-1 positive and

negative groups, predominantly on measures assessing memory. In

particular, a pattern of impairment was noted on tests of immediate and

delayed verbal recall, verbal learning and immediate and delayed visual

recall. On these memory measures, 40% of the HIV-1 participants’

experienced two or more deficits, as measured by a performance of more

than two standard deviations below the control group mean.

Conclusions: These preliminary results suggest that whilst the rate of

deficit in the post-HAART era remains comparable to the pre-HAART era,

there have been significant qualitative changes in the nature of these

cognitive deficits.

P136
The International Index of Erectile Function: validation
of an adapted tool for use in HIV-positive men who have
sex with men
KM Coyne1, S Mandalia1, S McCollough1, J Catalan1, C Noestlinger2,

B Colebunders2 and D Asboe1

1Chelsea and Westminster NHS Foundation Trust, London, UK, 2Institute
of Tropical Medicine, Antwerp, Belgium

Introduction: The International Index of Erectile Function (IIEF) is a

standardised scale to assess erectile function, designed for heterosexual

men. We modified the tool for men who have sex with men (MSM), and

present validation of this questionnaire in an HIV positive cohort.

Methods: MSM at seven European HIV treatment centres completed the

questionnaire. Responses were analysed for internal consistency within

each of five domains using standardised Cronbach’s alpha values.

Results: Data from 486 MSM were analysed. Questions about erectile

function, sexual desire and orgasmic function performed well, with

Cronbach’s alpha values of 0.81, 0.89 and 0.83 respectively. Questions

concerning intercourse satisfaction were less consistent (Cronbach’s

alpha value 0.55) because frequency of attempts at sexual intercourse

did not correlate with other responses. Responses about satisfaction with

sex with a regular partner did not closely match overall satisfaction

(Cronbach’s alpha value 0.42). Morning erections and erections with

masturbation did not correlate with other aspects (Cronbach’s alpha

values 0.10 and 0.28 respectively).
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Discussion: Internal consistency was high overall. Frequency of attempts

at sexual intercourse did not correlate with other aspects, although it

was valid in the IIEF: perhaps in HIV positive MSM frequency is

influenced by factors other than expected satisfaction. Satisfaction with

a regular partner did not match overall satisfaction, perhaps because sex

with casual partners is an important component. Questions about

erections on awakening and with masturbation are not valid and were

excluded. In the final analysis, this tool is suitable for HIV positive MSM

and can be used in research, screening and monitoring treatment

response.

P137
Tuberculous choroidal granuloma and IRIS: a case report
JM Saunders1, K Papageorgiou2, P Papineni1, M Westcott2 and H Noble1

1Newham University Hospital NHS Trust, London, UK, 2Barts and The
London NHS Trust, London, UK

We present a case of tuberculous choroidal granuloma in a 34 year old

Nigerian man with Human Immunodeficiency Virus (HIV-1) infection and

Mycobacterium tuberculosis (MTB) Immune Reconstitution Inflammatory

Syndrome (IRIS). This gentleman presented to the Accident and

Emergency department in June 2007 with a 3 month history of shortness

of breath, cough, weight loss, fever and axillary lymph node swelling.

Purulent fluid was aspirated from the axillary lymph node and revealed

acid fast bacilli (AFB). Fully sensitive MTB was grown on culture of this

fluid and his sputum. An HIV antibody (Ab) test was positive. Baseline

CD4 was 28 cells/uL and HIV-1 Viral Load (VL) 20,626 copies/mL.

Quadruple MTB therapy was started and he made a good initial recovery.

In September 2007 he was started on Highly Active Anti-Retroviral

Therapy (HAART) with Truvada and adjusted dose Efavirenz (800 mg). At

follow up in the TB clinic he complained of discomfort and worsening

vision in his right eye, particularly affecting central vision. Urgent

ophthalmology review revealed a large choroidal granuloma affecting the

macula and borders of the optic disc consistent with TB infection. He also

had enlarging axillary and cervical lymph nodes consistent with a TB IRIS.

He continued with TB treatment and was started on prednisolone in an

attempt to restrain the involvement of the macula and control the IRIS.

Follow up of the choroidal granuloma has not shown any reduction in

size with therapy and it is not expected that he will recover any

significant vision in that eye. We discuss the clinical management of this

rare complication of systemic MTB infection.

P138
Factors related to bad outcome in HIV-infected patients
with cryptococcal meningitis
G Alvarez-Uria, L Ratcliffe, L Jonson and FJ Vilar

Monsall Unit, Department of Infectious Diseases, North Manchester
General Hospital, Manchester, UK

Background: Prognostic factors of HIV patients with cryptococcal

meningitis are not well known.

Methods: Retrospective study of HIV patients with cryptococcal men-

ingitis treated with amphotericin B and flucytosine in an Infectious

Diseases Unit. Bad outcome was defined as relapse or death related to

cryptococcal infection. Variables are showed as median (range) or

number (percentage).

Results: Twenty two had a good outcome (group I) and seven had a bad

outcome (group II). Data is presented as group I versus group II in this

order. CD4 cells count (/mcL) was 24 (1–88) versus 11 (1–51). Serum

cryptococcal antigen (CRAG) in serum (number of dilutions) was 512 (8–

65536) versus 5248 (512–12800). Cerebral spinal fluid (CSF) in was 256

(4–4096) versus 512 (64–2560). Cryptococcus culture from CSF was

positive in 18 (81.8%) versus 7 (100%). India ink was positive in CSF in

13/20 (65%) versus 7/7 (100%). Antinfungal sensitivities (MIC, mg/L) in

group I and II were: amphotericin B 0.06 (0.02–0.5) versus 0.125 (0.06–

0.5); flucytosine 3 (0.5–32) versus 8 (4–16); fluconazole 8 (1–32) versus

8 (4–16); itraconazole 0.12 (0.01–0.5) versus 0.125 (0.03–0.5). Opening

pressure (cm) in the first lumbar puncture was 28 (4>40) versus 31

(9–>40). Biochemical characteristics of CSF were: Protein (mmol/L) 0.82

(0.32–3.18) versus 1.33 (0.32–2.66); Glucose (mmol/L) 2.7 (1–3.9) versus

3 (2–4,4); Lymphocytes(/mcL) 3 (0–229) versus 0 (0–30). Two patient in

group I developed hydrocephalus and six were treated with itraconazole

(consolidation phase) group I versus none in group II.

Conclusions: Patients with a bad outcome had higher CRAG in serum,

lower lymphocytes and positive India ink in CSF and higher MIC for

amphotericin B and flucytosine. The presence of hydrocephalus and the

use of itraconazole in the consolidation phase were not associated with

bad outcome.

P139
Audit of treatment outcomes in human
immunodeficiency virus (HIV) associated cryptococcal
meningitis (CM) at single outer London centre,
2000–2006
S MacEoin1, J McSorley2, S Murphy2, A Shaw3 and M Kapembwa3

1Imperial College, London, UK, 2Central Middlesex Hospital, London, UK,
3Northwick Park Hospital, Harrow, UK

Background: CM is the second most common cause of death in acquired

immunodeficiency syndrome (AIDS) after tuberculosis. Several treatment

guidelines have been proposed. This audit examines current CM

treatment practice at one outer London centre against audit standard

of 2 week induction IV amphotericin + oral flucytosine followed by

consolidation/maintenance fluconazole, with view to making recom-

mendations for effective therapy.

Methods: Retrospective case note review of 10 AIDS patients treated for

CM between January 2000-December 2006. Data captured included

demographic, cerebrospinal fluid (CSF) results, CD4+ T-lymphocyte count

and plasma viral load (VL), antifungal regime, Highly Active Antiretroviral

Therapy (HAART) and time to resolution of neurological signs and

abnormalities. Patients met the following criteria: (i) positive CSF

cryptococcal antigen and/or culture (ii) receiving HAART >24 months.

Results: All 10 patients presented with headache and fever, 7(70%)

hyponatraemia and 4(40%) raised CSF presure. Induction antifungal

regime was Amphotericin B only 50%, Amphotericin B + flucytosine 40%

and Ambisome alone 10% of patients, respectively. Resolution of

neurological abnormalities occurred in 5/10(50%) of patients at

completion of induction antifungal regime. At 24 months of HAART, 4/

8 (50%) had persistent neurological signs and/or Immune reconstitution

inflammatory syndrome/relapse.

Conclusion: (i) optimal treatment consensus is urgently needed to

replace current practice to prevent long-term neurological sequelae. (ii)

introduction of proforma and progress sheet should result in improved

management CM.

P140
Outcome from an Intensive Care Unit (ICU) in patients
with newly diagnosed, late-stage HIV infection
C Woodward1, SG Edwards1, PD Benn1 and R Miller2

1Camden PCT, London, UK, 2Royal Free and University College London
Medical Schools, London, UK

Objective: To describe our experience of in-patients newly diagnosed

with HIV infection requiring admission to ICU.

Methods: Retrospective study of all in-patients diagnosed with HIV-1

infection immediately prior to, or after an admission to the ICU between

January 1999 and December 2005. Data was collected on patient

demographics, reason for ICU admission and hospital course. Outcomes

were survival to ICU discharge and to hospital discharge.
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Results: Thirty one patients were identified of whom 17 were diagnosed

immediately prior to ICU and 14 after admission to ICU. Median age

34 years (range 29–41). 68% were male. 65% were heterosexual and

32% were men who have sex with men. Compared to patients with

known HIV infection admitted to ICU contemporaneously, newly

diagnosed patients were more immune suppressed; median CD4

count = 20 versus 120; P = 0.02. Reasons for admission included

Pneumocystis jirovecii pneumonia (n = 18), Tuberculosis (n = 4), Bacte-

rial pneumonia (n = 3), HIV encephalopathy (n = 1), CMV encephalitis

(n = 1), Cerebral toxoplasmosis (n = 1), Cryptococcal meningitis (n = 1),

Thrombo-embolic disease (n = 1), Post-operative care (n = 1). 23 (74%)

survived to ICU discharge and 18 (58%) to hospital discharge. Out of the

18 who survived to hospital discharge, 11 continued their HIV care at our

centre with a 100% survival at 2 years.

Conclusions: This cohort of patients represent late presenters of AIDS

defining opportunistic infection. 25/31 had potentially preventable

infections if HIV had been diagnosed earlier. Our data concurs with a

letter from the Chief Medical Officer in September 2007 high-

lighting the need to improve HIV detection rates and supports the role

out of HIV testing. Outcome from ICU was good, despite immune

supression.

P141
A retrospective descriptive survey of presentation and
management of cytomegalovirus (CMV) viraemia and
end-organ disease
R O’Connell, S Lowe, P Bright, C Okoli, E Nikiphorou and J Deayton

Barts and the London NHS Trust, London, UK

Background: CMV end-organ disease has reduced dramatically due to

effective HIV treatment, but is associated with significant in-patient

morbidity. There is debate regarding the management of CMV viraemia in

advanced HIV.

Methods: HIV and virology patient databases were searched for CMV

diagnoses from 8/2004–8/2007. Data was retrieved from electronic

patient records and notes. CMV viraemia was defined as >500 copies/mL,

and a diagnosis of ‘viraemia only’ if end-organ disease excluded as far as

possible.

Results: Eighty one cases of CMV were identified, 60 patient notes were

available for review. The cohort was of variable age (19–60) and diverse

ethnicity. CMV testing was performed due to symptomatic presentations:
pyrexia, gastrointestinal(GI), neurological, visual. At CMV diagnosis:

median CD4 was 53; 30% were on antiretrovirals; 33% had HIV

resistance; 43% were CDC stage C; 35% were new HIV diagnoses. 32%

were on corticosteroids: PCP (5); chemotherapy (5); cerebral toxoplas-

mosis (4); IRIS (3). Confirmed end organ disease included: two multiorgan

(including retinitis); three retinitis; six GI; three neurological. Patients

with end-organ disease received appropriate drugs, but treatment

lengths varied.

44 (73%) had CMV viraemia only. 28 (64%) of these were treated (86%

valganciclovir): CD4 median 53, CMV viral load (VL) median 3408 (697–

66315). 16 (36%) were untreated: median CD4 64, CMV VL median 866

(503–4542). Treated group more likely to have higher CMV VL, CMV

detectable on repeat testing, and more were on corticosteroids.

Conclusions: The majority of cases were CMV viraemia only, of which

those with a higher CMV VL were more likely to be treated. However, the

differing management of these cases highlights variability in treating

CMV viraemia.

P142
Steady-state pharmacokinetic (PK) comparison of
generic and branded formulations of lamivudine (3TC),
stavudine (d4T), and nevirapine (NVP) in HIV-infected
Ugandan adults
PBK Byakika-Kibwika1, ML Lamorde1, CM Merry2, AD D’Avolio3,

SM Mauro3, GD Di Perri3, MB Boffito4 and SK Khoo5

1Makerere University, Kampala, Uganda, 2Trinity College, Dublin, Ireland,
3University of Turin, Turin, Italy, 4St. Stephen‘s Centre, London, UK,
5University of Liverpool, Liverpool, UK

Background: To determine the steady-state PK, bioequivalence and

tolerability of generic and branded formulations of 3TC, d4T, and NVP in

HIV-infected Ugandans.

Methods: This randomized, open label, cross-over study included HIV-

patients on Triomune 40� (3TC 150 mg, d4T 40 mg, NVP 200 mg). On

day 1, patients were randomized to generic or branded formulation. After

at least 28 days, 3TC, d4T and NVP plasma PK was assessed over 12 hour.

The day after, the alternate formulation was administered and 28 days

later drug PK was re-assessed. Plasma PK was determined by a fully

validated method using HPLC-UV detection. Bioequivalence was achieved

if the 90% confidence intervals (CI) for the geometric mean ratio (GMR)

of generic/branded for maximum plasma concentration (Cmax) and the

area under the concentration–time curve (AUC) was within 0.8–1.25 (US

Food and Drug Administration bioequivalence criteria). Questionnaires

were administered to assess the tolerability of the two formulations.

Results: Sixteen (10 females) patients completed the study. Median

(IQR) age, weight, CD4 count were 37 year (33.7–40), 65 kg (63.4–66),

292c/uL (220.7–344.5). All were on daily cotrimoxazole. The GMR

(90%CI) for 3TC, d4T, and NVP were 1.11 (0.95–1.30), 0.92 (0.78–1.08),

and 0.84 (0.64–1.11) for Cmax; and 1.06 (0.94–1.20), 0.83 (0.70–0.97),

and 0.88 (0.71–1.10) for AUC. d4T plasma concentrations were

significantly lower for the generic formulation (18% decrease). 3TC,

d4T, and NVP PK parameter interindividual variability ranged from 28%

to 99%. There were no differences in tolerability for the two

formulations.

Conclusions: Drug exposures were similar for the two formulations, with

the exception of d4T

P143
Therapeutic drug monitoring (TDM) for the
non-nucleoside reverse transcriptase inhibitors
(NNRTIs) nevirapine (NVP)and efavirenz (EFV) - is
there a role in routine clinical practice?
C Robertson, N Dufty, J Mahungu, A Berry and S Taylor

Heartlands Hospital, Birmingham, UK

Background: There is a lack of data regarding the benefit of TDM of HIV

drugs in routine clinical practice. We present a review of our TDM usage

for NNRTIs before and after introduction of a local protocol.

Methods: Pre-2005, TDM for EFV and NVP were performed for selected

patients (pts) on an ad-hoc basis as per BHIVA guidelines. An audit of

TDM results was completed, subsequently a structured local protocol was

developed to further evaluate the routine use of TDM for NVP and EFV.

TDM was performed at week 4 for NVP, or week 2 for EFV, after starting

treatment and 2 weeks after any dose change.

Results: Pre-2005: 19 pts had TDM for [NVP]. 13 had [NVP]s <3000 ng/

mL. Eight pts dose-adjusted and two pts required two dose adjustments.

26 pts had TDM for [EFV]. Five pts required dose-adjustment. Three had

[EFV]s <1000 ng/mL; two were >4000 ng/mL.

Post 2005: 54 TDMs for [EFV] were performed. 5 pts had [EFV] <1000ng/

ml (as predicted by potential drug interactions); all dose-adjusted. One pt

had high [EFV] and dose-adjusted. 74 TDMs for [NVP] were performed.

Median projected NVP Ctrough for pts on 200 mg BD was 4147 ng/mL.

(2332–11391) Post-adjustment median NVP Ctrough was 4647 ng/

mL (3144–5494). Median projected NVP Ctrough on 400 mg
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OD = 3746 ng/mL (1929–7926). Post-adjustment median NVP

Ctrough = 4373 ng/mL (1856–6220).

Conclusions: On review of 83 pts on NVP, 20 were on non-standard

doses. Only 2 of these had had TDM performed as per recommended

indications within the BHIVA guidelines. In contrast only 6 of 54 pts on

EFV were on non-standard doses. These findings suggest using TDM may

be beneficial in individualising care in some patients.

P144
The impact of cytochrome P450 2B6 single nucleotide
polymorphisms (SNPs) [516G>T and 1459C>T ] on the
efficacy and toxicity of Efavirenz (EFV) based regimens
TW Mahungu1, C Smith2, F Turner1, D Egan3, A Owen3, S Khoo3, DJ Back3,

M Youle1 and MA Johnson1

1Royal Free NHS Trust, London, UK, 2Royal Free and University College
Medical School, London, UK, 3Liverpool HIV Pharmacology Group,
University of Liverpool, Liverpool, UK

Background: To investigate the impact of the 516G>T and 1459C>T

SNPs in CYP2B6 on treatment outcomes in EFV-based regimens.

Methods: Virological failure (VF) was defined as the date of the first of 2

consecutive HIV viral load (VL) measurements >400 copies/mL, 6 months

after starting EFV. Discontinuation of EFV was used as a surrogate marker

for EFV toxicity. Genotyping was performed using real-time PCR and

plasma EFV concentrations were determined by HPLC. The proportion of

patients discontinuing or failing EFV were calculated using Kaplan-Meier

methods.

Results: Subjects (n = 114) were predominantly male (79%), Caucasian

(57%) and MSM (56%). Baseline median CD4 count was 178 cells/mm3 and

HIV VL was 5.1 log copies/mL. Black African ethnicity (P = 0.03) and

homozygosity for the mutant allele 516G>T were associated with a higher

mean EFV Ctrough [GG 1648 ng/mL, GT 2293 ng/mL; TT 6546 ng/mL

P < 0.001). Median length of follow up was 86 weeks (range 1–464). 42

individuals discontinued EFV secondary to CNS toxicity and 12 secondary to

VF. No association was found between 516G>T (P = 0.52) and 1459C>T

(P = 0.09) and time to VF or between 516G>T (P = 0.98) and 1459C>T

(P = 0.93) in proportions discontinuing EFV. No associations were found

between 1459C>T and 516G>T and median CD4 changes.

Conclusions: In this study, despite a significant association between

516G>T and plasma EFV exposure and knowledge that EFV exposure

predicts treatment failure, no association was found between this

polymorphism and virological outcomes and toxicity. There is an ongoing

discussion on the individualisation of EFV dosage in poor metabolisers.

This should be explored in a prospective controlled clinical trial.

P145
Factors influencing efavirenz (EFV) and nevirapine (NVP)
plasma concentration
W Stöhr1, S Khoo2, D Dunn1, S Gibbons2, T Hill3, A Winston4, CA Sabin3 and

D Back2

1MRC Clinical Trials Unit, London, UK, 2University of Liverpool, Liverpool,
UK, 3Royal Free and UC Medical School, London, UK, 4Imperial College,
St. Mary’s Campus, London, UK

Background: Aim of this study was to examine factors influencing

plasma concentration of EFV and NVP in a large UK cohort.

Methods: Data from the Liverpool TDM registry were linked with the UK

CHIC Study. For each patient, the first measurement of EFV (600–800 mg/

day) or NVP (400 mg/day) plasma concentration was included. Linear

regression was used to evaluate the association of dose, gender, age,

weight, ethnicity, and concomitant antiretroviral drugs or rifampicin with

log-transformed drug concentration, adjusted for time since last intake.

Results: Data from 339 patients on EFV (34% black, 17% rifampicin) and

179 on NVP (27% black, 6% rifampicin) were included. Multivariable

models revealed the following predictors for EFV concentration: black

ethnicity (›59%; P < 0.001), weight (fl10% per additional 10 kg;

P = 0.002), 800 mg/day (›52%, P = 0.027), concomitant rifampicin

(fl35%; P = 0.039), and ZDV (fl25%; P = 0.010). Notably, without

adjustment for other factors, patients on rifampicin had 48% higher EFV

concentration, as these patients were mostly black and on 800 mg/day.

For NVP the predictors were black ethnicity (›39%; P = 0.002),

rifampicin (fl40%; P = 0.002), concomitant PI (›28%; P = 0.008) and

TDF (›22%; P = 0.024).

Conclusions: This is the first study to establish a clear association

between ethnicity and NVP concentration, although this has previously

been recognised for EFV. Our analyses confirm that concomitant

rifampicin substantially decreases concentration of both NNRTIs. How-

ever, for EFV this effect was more than counter-balanced by the effect of

ethnicity and increased dose. A further complication is the strong linear

effect of weight, which should also be considered in dosing. Novel

associations from our analysis (between TDF and NVP, and ZDV and EFV),

require confirmation in formal PK studies.

P146
Role of measuring antiretroviral therapy during
plasmapheresis; contribution to the management of
severe thrombotic thrombocytopenic purpura
E K Wedgeworth, S Soni, R Kulasegara and B Peters

Guy’s and St Thomas’ NHS Foundation Trust, London, UK

Background: Thrombotic Thrombocytopenic purpura (TTP) is a serious

thrombotic microangiopathy which is a recognised haematological

manifestation of HIV. Standard treatment for severe TTP is daily

plasmapheresis (plasma exchange). Little is known of the effect of this

treatment on therapeutic levels of anti-retrovirals. We report a case of

severe HIV related TTP in a 37 year old man treated with plasmapheresis.

The effects of the plasmapheresis on plasma levels of lopinavir and

nevirapine were measured.

Methods: Nevirapine and Lopinavir were given 3½ hours before plasma

exchange. Samples of venous blood were collected at different stages of

plasmapheresis (just prior to, 2 and 5 hours after) for the measurement

of nevirapine and lopinavir levels. Samples were sent to Liverpool

Therapeutic Drug Monitoring Service).

Results: Nevirapine levels were subtherapeutic 2 hours and 5 hours

after plasmapheresis. The half life was estimated at 9 hours, compared to

an average of 25–40 hours. Lopinavir levels remained therapeutic

throughout and the estimated half life was within the expected range.

Conclusions: In this patient, plasma exchange affected the level of

nevirapine, but not the level of lopinavir. Plasma exchange is increasingly

used for HIV related conditions driven by autoantibodies. It is crucial this

important treatment modality does not interfere with anti-retroviral

treatment, as HIV is frequently the driving factor for the presenting

condition. We would advise close monitoring of antiretrovirals during

plasma exchange.

P147
Are there opportunities to reduce the number of
patients with a CD4 count less than 200 attending for
routine HIV care?
O Dosekun1, D Harte2, C Sethi1, T Chadborn3, R Patel4, RF Miller4, A de Ruiter1

and S Edwards2

1Guy’s and St Thomas’, London, UK, 2Mortimer Market Centre, London,
UK, 3Health Protection Agency, London, UK, 4University College London,
London, UK

Background: National CD4 surveillance database analysis in 2006

showed 19% of 46,700 patients had a CD4 <200, and about 60% of

patients initiated HIV therapy at CD4 counts lower than the recommen-

dations of BHIVA guidelines. Our aim was to review reasons why patients

have a CD4<200 and action taken to improve immune status.

Methods: Case note review of all patients attending 2 HIV centres with

CD4<200 between 1/1/7–30/6/7 using the National CD4 database.
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Results: 12% of patients had a CD4 <200 during the study period (153

have been analysed thus far). Patients were divided into 3 groups; Group

A: Patients who previously had a CD4 >200 [60 % (n = 92)] of whom

29% (n = 27) were on HAART when CD4 dropped <200. Main reasons for

CD4 drop were therapy interruption, discordant treatment response, poor

adherence, virological failure, patient decline of HAART, erratic clinic

attendance, no indication for therapy at previous attendance and

transient CD4 drop. Group B: Patients diagnosed before the study period

who never had a CD4 > 200 [29% (n = 44)]. Median time of follow up

prior to study period was 18mths (IQR 7–54 months). 93% (n = 41) had

started on HAART without CD4 recovery, of whom 88% (n = 36) have a

VL<50. Group C: Diagnosed within the study period with an initial CD4

<200 [11% (n = 17)]. For all groups, of those not on treatment at time of

CD4 <200 (n = 126), treatment was commenced in 81% (n = 102) at a

median of 6 weeks (IQR 3-10) after first CD4 <200.

Conclusions: In this study the majority of patients had been under

follow up prior to CD4 drop. Strategies aimed at patient and doctor

education around earlier therapy initiation and avoidance of treatment

interruption, adherence support and recall of poor attendees may reduce

prevalence of low CD4.

P148
Reducing cardiovascular risk: an audit of dietary advice
and lipid-lowering medication provided to HIV-positive
patients referred to dietician for hyperlipidemia
NA Billing and A Murungi

Chelsea and Westminster Hospital, London, UK

Methods: Patients referred to dietitian for lipid lowering advice with

follow up biochemical data after initial consultation had their dietetic

record cards and biochemistry levels audited.

Results: There were 68 men and 12 women in this sample with a mean

age of 46 years and mean BMI of 25.4kg/m2. Only 48.8% of patients seen

had LDL cholesterol readings taken to facilitate calculating cardiovas-

cular risk and 66.3% of the sample did not have smoking status

documented. A number of patients seen for lipid lowering advice were

lost to follow up and 21 patients that were seen did not have follow up

bloods taken so were excluded from this study. Biochemical change:
77.5% of patients had a reduction in their cholesterol levels and 60.6%

had a reduction in triglyceride levels. The average percentage change in

cholesterol levels was )10.40% and triglyceride level was )6.37%.

Dietary Advice: the most popular dietary advice was reducing saturated

fat intake (90%), increasing fibre intake (76.3%), benefits of plant stanols

(40.0%), importance of regular meals (28.8%), Exercise (26.3%) and

benefits of Omega 3 fatty acids (11.3%).

Extent of lipid lowering medication use: The extent of use of these agents

was still being investigated.

Conclusions: Not all patients referred had cardiovascular risk calculated

before referral and not all risk factors like smoking recorded during their

first dietetic consultation. There was irregular follow up intervals and

some patients were lost to follow up. The majority of patients seen by

Dietician had a reduction in their cholesterol level, and the proportion on

lipid reducing medication will also be presented.

P149
Frequency of N348I in diverse HIV-1 subtypes
KM Forbes1, DF Bibby1, D Clark1, J Anderson2, S Limb3, S Obeyesekera4,

J Deayton1 and C Orkin1

1Barts and The London NHS Trust, London, UK, 2Homerton University
Hospital NHS Foundation Trust, London, UK, 3Newham University
Hospital NHS Trust, London, UK, 4Barking, Havering and Redbridge
Hospitals NHS Trust, London, UK

Background: An association between the N348I mutation and NRTI/

NNRTI resistance has recently been described in treatment-experienced

patients with unstated viral subtype or subtype B. The objective of this

study was to interrogate a dataset of GART sequences extending to

codon 400 of RT to determine the frequency and associations of N348I

with other mutations, viral subtype and clinical history.

Methods: 1139 sequences were examined for the presence of N348I and

correlated to clinical history. Bootstrapped chi-squared analysis was used

to determine the statistical significance of the presence of other

mutations.

Results: N348I was found in 18 individuals, 12 with non-B subtype virus

[C, A, D, G, CRFs]. Median plasma viral load and CD4 count was 3.3 log10

copies/mL, 224 cells/mm3 respectively. One patient was ART naı̈ve, 17

treatment experienced (both NRTIs and NNRTIs).

Median time to failure on current regime was 1.2 years. All treatment-

experienced patients had other mutations in addition to N348I. Strong

associations between N348I and M41L, D67N, K103N, Y181C, M184V,

T215Y (all chi-square P < 0.0001) were seen and T377R was dispropor-

tionately over-represented in this dataset.

Conclusions: We report the first case of N348I mutation in a treatment-

naı̈ve individual with HIV-1 subtype C. In addition we report N348I in a

group of treatment-experienced patients with diverse HIV 1 subtypes. A

highly significant association has been shown between N348I and NRTI

and NNRTI mutations, suggesting the potential significance of the

connection domain in GART analysis.

P150
Utility of genotypic resistance testing in patients with
HIV-1 viral load (VL) of less than 1000 copies/ml:
a retrospective analysis
A Elgalib1, M Aboud1, J Mullen2, I Chrystie2, R Kulasegaram1 and C Tong2

1Guy’s and St Thomas’ NHS Foundation Trust, London, UK, 2Department
of Infection and Immunology, Guy’s and St Thomas’ Trust, London, UK

Introduction: Genotypic Resistance Testing (GRT) at baseline and at the

point of virological failure is the standard of care. Historically, GRT are

performed mostly on samples with a VL >1,000copies/mL, however, the

virus is known to develop resistance to drugs even at low level virological

failure (LLVF). We evaluated the utility of GRT among patients with LLVF.

Methods: A retrospective analysis of GRT for treatment failure (TF)

during January 2005 – June 2006. TF was defined as a rebound of VL of

>50 copies/mL on two separate occasions or failure to achieve

<50copies/mL within 6 months of initiation or switching of HAART.

Trugene (Bayer) or Virtual Phenotype (Virco) assays were used and

relevant mutations identified using the Stanford algorithm. Patients were

stratified as exhibiting high or LLVF (VL >1,000copies/mL, VL <1,000cop-

ies/mL). We analysed HIV-1 subtype, success of the GRT and virological

outcome within 24 weeks after GRT.

Results: 133 GRT were performed for TF67 on samples with<1,000

copies/mL and 66 on samples with >1,000copies/mL.

Patients with LLVF were more likely to achieve <50 copies/mL within

6 months of the GRT (68.7% versus 42.4%, P = 0.008). They were also

more likely to have excellent adherence (did not recall missing a dose,

44.8% versus 27.1%, P = 0.046). Detection rate of relevant RT or PR

mutations was similar between the two groups.

Conclusions: Samples from individuals with LLVF were successfully

sequenced in up to 85% of cases, regardless of HIV-1 subtype. Detection

of relevant RT and PR mutations were similar in high and low VL samples.
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