
Treatment update

Bronagh McBrien

June 2016



Speaker Name Statement

Bronagh McBrien
Received educational funding and support from

Gilead, Merck, Boehringer Ingelheim, Janssen-Cilag

Date : 27 June 2016



• BHIVA guidelines

– When to start

– What to start

– Added extras

• Novel strategies

• New kids on the block



The INSIGHT START Study Group NEJM 2015

ART Use and HIV RNA Level 



Time to First Primary Event 

The INSIGHT START Study Group NEJM 2015; 373



2013

People with chronic infection start 

ART if the CD4 cell count is 350 

cells/mL

Or with the following conditions:
• AIDS 

• HIV-related co-morbidity 

• HBV 

• HCV if the CD4 count is ≤500

• nADM requiring immunosuppressive 

radiotherapy or chemotherapy

• Or to reduce the risk of transmission of 

HIV to others

2015

• People with HIV start ARV



Preferred Alternative

NRTI backbone Tenofovir and

Emtricitabine

Abacavir and

Lamivudine

Third agent Atazanavir/r Efavirenz

Darunavir/r

Dolutegravir

Elvitegravir/c

Raltegravir

Rilpivirine



• GM 33 year old MSM

• Occupation - builder

• Feb 2016 diagnosed HIV positive

• PMHx Nil

• CD4 731cells/mm3 ; VL 53,000 WT

• HLA B*5701 negative

• Trouble accepting diagnosis

• Not currently sexually active



A Truvada® Darunavir Ritonavir

B Triumeq®

C Kivexa® Efavirenz

D Something else

E Defer treatment



• NHS England recognises the impact of the START trial 

on BHIVA recommendations

• Assess cost effectiveness alongside clinical efficacy

• Local engagement

• Implement regional drug frameworks to guide drug 

usage



• GM in a new relationship with a HIV negative partner

• Would like to start TasP

• What would you recommend?



A Truvada® Darunavir Ritonavir

B Triumeq®

C Kivexa® Efavirenz

D Something else

E Defer treatment



• Special populations

– Women

– Adolescents

– Bone disease 

– Later life

• Appendix 4: Food requirements for antiretrovirals

• Appendix 5: Dose adjustments of ARV’s for renal 

impairment



• Nuc-sparing

• Monotherapy



Benefits

• Reduced toxicity

• Patient tolerability

• Cost effectiveness

• Increased NRTI resistance with PrEP use???



Boosted Darunavir and Raltegravir

in treatment naïve patients with CD4 count >200cells/µL 

and a viral load <100,000copies/ml

where there is a need to avoid Abacavir and Tenofovir



• PI monotherapy suboptimal for initial treatment

• Reasonable efficacy as switch

– Better virological outcomes correlate with longer 

period of prior viral suppression



• Dolutegravir

• Evotaz

• Rezolsta

• Tenofovir Alafenamide



• Licensed Jan 2014

• Integrase inhibitor

• High genetic barrier to resistance

• Reduced side effects and improved tolerability compared 

with some alternatives

• May 2015 SmPC update Undesirable effects 

– Depression common side effect (1-10%)



• 178 patients initiated on DTG until Oct 2015

• 26 (~15%) patients discontinued DTG: 

– 15 (8%) due to side effects, 

• Side effects were reported by 23% patients 

– gastrointestinal (33.9%)

– CNS disturbance (32.1%). 

• Two virological failures occurred in patients taking Triumeq, both 

failing with Raltegravir associated mutations (T97AT, E157Q)

Dolutegravir in the real word: is it all plain SAILING?
J Shaw, B McBrien, A Hatley, C Wood, S Jewsbury, C Ward 

The Hathersage Integrated Contraception, Sexual Health and HIV Service, 

Central Manchester University Hospitals NHS Foundation Trust, UK

Contact email: jonathan.shaw2@cmft.nhs.uk

Results 

Demographics:
178 patients (10.1% of our cohort) received DTG, providing 97.5 patient years of follow up. 
94 (52.8%) were White British and 53 (29.8%) Black African; 132 (74.1%) were male of 
whom 106 (80.3%) were MSM. There were 3 (1.7%) patients co-infected with Hepatitis B 
and 10 (5.6%) with Hepatitis C. Median nadir CD4 count was 250 cells/mm3 with median 
CD4 at diagnosis 365 c/mm3. DTG was used antenatally in 7 patients without any adverse 
outcomes

130 (73.0%) were ART-experienced and 48 (27.0%) naïve. At DTG initiation  
ART-naïve patients had a median CD4 count of 369 c/mm3 and VL 41499 copies/ml.  
ART-experienced patients had a median CD4 count of 527 c/mm3 and VL<40 c/mL.

98 (55.1%) patients received DTG as Triumeq (DTG, abacavir, lamivudine), 77 (43.3%) as 
DTG with other concomitant agents (see table below), and 3 (1.7%) were initially started on 
DTG before then switching to Triumeq to reduce pill burden. The most prevalent backbone 
with DTG was Truvada (37/77, 48.1%). Median duration of DTG use was 194 days (range 2-608) 

Retrospective laborator y data:

Median VL remained <40 c/mL with no significant change in liver function or lipids.  
The expected creatinine rise seen in DTG licensing studies occurred at the 4 week 
point, then plateaued, before a further decline over subsequent months of therapy.  
This subsequent decline is primarily due to the 63 patients who had received Dolutegravir for 
>6 months having a lower mean eGFR at baseline (82.9 ml/min vs 86.4 ml/min)

Median values throughout follow up were:
(One patient received DTG for 18 months, they ar e not included in the summary data below)

 
 
 
 
 
 
)

Side effects and Discontinuations:

26 (14.6%) patients discontinued DTG:  
15 (8.4%) due to side effects, 5 (2.8%)  
were lost to follow up, 4 (2.2%) were  
poorly adherent, 2 (1.1%) died. Median  
time to discontinuation was 91 days (range  
2-253). Side effects were reported by 41  
(23.0%) patients with gastrointestinal  
(33.9%)  and  CNS  (32.1%)   disturbance 
most common.  

On reviewing CNS side effects the primary adverse symptoms reported were sleep  
disturbance (7/18, 38.9%), anxiety (5/18, 27.8%), low mood (3/18, 16.7%), loss of  
concentration (2/18, 11.1%) and facial twitching (1/18, 5.6%).

Two virological failures occurred in patients taking Triumeq, both failing with Raltegravir asso-
ciated mutations (T97AT, E157Q). One had minimal response to treatment and a random TDM 
in clinic revealed zero plasma Dolutegravir despite strict adherence reported. Dolutegravir has 
been increased to twice daily and he continues to be monitored.  A repeat HIV viral load on 
this new regimen is awaited
The second patient received Triumeq in pregnancy after a viraemia on Eviplera. Her virus  
rapidly became undetectable and remained so throughout pregnancy. She delivered a healthy 
HIV negative baby. Subsequently she had a period of non-adherance with a VL >10,000 c/mL. 
She restarted Triumeq and achieved an undetectable viral load  within 1 month. 

Pregnancy
7 women received Dolutegravir during pregnancy. All reached undetectable VL at delivery  
(except one who remains pregnant with VL<40 c/mL). 1 was treatment naïve and started 
Triumeq at 30 weeks gestation. 1 switched due to failur e on Eviplera (outlined above).  
2 started Triumeq in pregnancy following a period of disengagement. One of the babies  
delivered had a brief admission to NICU with r espiratory symptoms but remains well.
1 woman was receiving Dolutegravir (plus Etravirine, Darunavir and Ritonavir) at  
conception and is still pregnant. 1 was on Triumeq pre pregnancy and delivered a baby with a 
sixth digit on one hand. The same patient had previously had a child with this condition while 
receiving Atripla. 1 patient was on Dolutegravir briefly at conception but was switched to  
Raltegravir during pregnancy. All pregnancies on DTG were reported to the Antiretroviral 

pregnancy register. 

 

Conclusion 

there were a large number of ARV-induced side ef fects and resultant treatment switches.  
 

directly affeting Raltegravir efficacy. Both have continued to receive Dolutegravir with  
favourable outcomes at present. We will be observing this phenomenon closely with any future  
treatment failures in our cohort.

all cases to the Antiretorviral Pregnancy Registry.
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Background 

Dolutegravir (DTG) arrived on the crest of a wave of excellent efficacy, safety and  

tolerability data1, 2, 3, 4, 5. Real world antiretroviral (ARV) experience can differ significantly from phase 

II/III studies. The electronic Medicines Compendium (eMC) has updated the product  

characteristics and side effects for psychiatric disorders including insomnia, abnormal 

dreams and depression have been listed as ‘common’ (³1/100 to <1/10). Nervous system 

disorders including headache and dizziness are listed as very common (³1/10) and common 

respectively6. We review our experience with DTG since its inception.

Methods 

All patients prescribed DTG prior to 31/10/15 were identified via pharmacy records.  

Demographic, clinical, virological and biochemical data were collated at baseline and follow 

up appointments.

Concomitant agents Number of patients r eceiving

TDF FTC 37

TDF DRV/r 9

DRV/r ETV 6

3TC RPV 3

DRV/r 3TC 3

DRV/r ATV 2

Other (all n=1) 17

Baseline 4 weeks 3 months 6 months 12 months

Cohort size 178 (100%) 170 (95.5%) 135 (75.8%) 63 (35.4%) 5 (2.8%)

CD4 c/µL 471 488 470 521 535

Viral Load c/ml 51 <40 <40 <40 <40

Creatinine µmol/L 81.5 92 91.5 95.5 102

eGFR ml/min 88 77.5 77 72.5 67

Alanine transaminase 

(ALT)  IU/L

29 27 25 24 33

Alkaline 

Phosphatase (ALP) IU/L

76.5 74 74 77 87

Bilirubin  µmol/L 6 6 6 7 6

Total cholesterol  mmol/L 4.5 N/A N/A 4.8 4.6

High density lipoprotein 

(HDL)  mmol/L

1.18 N/A N/A 1.21 1.12

Triglycerides mmol/L 1.6 N/A N/A 1.5 1.35

Reported side ef fects Patients Reporting n=(%) Patients stopping due to this 
side effect n= (%)

Gastrointestinal 19 (33.9%) 4 (26.7%)

CNS side effects 18 (32.1%) 5 (33.3%)

Malaise and joint pains 9 (16.1%) 5 (33.3%)

Headaches 7 (12.5%) 1 (6.7%)

Skin 2 (3.6%) 0 (0.0%)

Raised ALT 1 (1.8%) 0 (0.0%)

Total 56 15



• Post marketing experience Royal Victoria Hospital

• 68 patients on Dolutegravir

• Side effects reported in 32% of patients 

• 16% reported CNS effects

• 9% discontinued due to intolerable side effects

Todd, Rafferty, Dinsmore et al. HIV Medicine, 16 Suppl 2 P8



• Evotaz (Atazanavir / Cobicistat)

• Rezolsta (Darunavir /Cobicistat)

• PK booster

• Review interactions when switching patients

• Increase serum creatinine



• New prodrug of Tenofovir

• Three licensed fixed dose combinations

Genvoya

Descovy

Odefsey



Lee W et al. Antimicr Agents Chemo 2005; Birkus G et al. Antimicr Agents Chemo 2007; Babusis D, et al. Mol Pharm 2013; Ruane P, et al. J Acquir Immune Defic

Syndr 2013; Sax P, et al. JAIDS 2014; Sax P, et al. Lancet 2015.
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Mechanism of Action



Studies 104 and 111: ART-Naïve Adults, Week 96 Combined Analysis

Proteinuria (UPCR) Albuminuria (UACR) 

n= 866 819 765 

n= 866 801 748 

n= 851 784 767 

n= 850 772 743 

Stribild E/C/F/TAF 
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p <0.001 
p <0.001 p <0.001 p <0.001 

Median change in eGFRCG at Week 96 for TAF vs TDF: -2.0 mg/dL vs -7.5 mg/dL (p <0.001)

Decreases in proteinuria and albuminuria on E/C/F/TAF maintained through week 96

Wohl D, et al. EACS 2015. Barcelona, Spain. Best Poster #LBBPD1/1



Studies 104 and 111: ART-Naïve Adults, Week 96 Combined Analysis
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‒0.672 

p <0.001 

‒3.275 

Hip 

48 96 

Week 

0 

‒0.664 

‒2.867 

p <0.001 

Less spine and hip BMD loss on E/C/F/TAF maintained through week 96 with no further BMD loss after week 48

Wohl D, et al. EACS 2015. Barcelona, Spain. Best Poster #LBBPD1/1



• Ongoing research into new 

treatment 

• Increase testing 

• Keeping patients engaged with 

care

• Access to treatment for everyone


