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South Africa (2015)

7 million people living with HIV

] 92% adult HIV prevalence
380,00 O new HIV infections
] 80,000 AlIDS-related deaths

48% adults on antiretroviral treatment

Source: UNAIDS Gap Report 2016
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)¢ INTEGRITY RESPECT TEAMWORK EXCELLENCE The COst of COSt-SaVIng Dorset County Hospital

NHS Foundation Trust

HIV drug switches in a small DGH HIV unit

Kerry Street, Dr Cecilia Priestley, Dr Sara Scofield
Dorset County Hospital NHS Foundation Trust

Introduction:

There are opportunities for significant cost savings from switching from branded to generic HIV drugs.

Smaller savings can be made from new drugs and formulations which drug companies have priced competitively.

In July 2016, an NHS England circular detailed drug switches for provider implementation, projecting £21.5 million saving over 2 years. The
circular advised that switches should be carried out at normally scheduled appointments to avoid drug wastage.

In December 2016, a further NHS England letter was sent detailing implementation dates for the switches, as a result of supply shortages of
some generic drugs. The letter noted that “These switches have been identified as not needing to recall patients to clinic or to introduce
additional monitoring arrangements unless clinically indicated or the patient requires greater support”. This is not in-line with clinician practice,
whereby following a switch from ritonavir to cobicistat, patients would be seen at about 4 weeks to check “safety bloods”, in particular e-GFR.

Methods:

The pharmacy homecare team at DCH prepared a spreadsheet of patients eligible for switching and when their next prescription was due.
Patients switching from Kivexa to generic abacavir/lamivudine FDC or branded nevirapine MR were informed by text, e-mail, telephone, or in
person, that the appearance of the abacavir/lamivudine FDC or generic nevirapine MR in their next delivery would be different, but that the
drugs were exactly the same.

Switches from Atripla to Truvada + efavirenz, darunavir/ritonavir to Rezolsta, and atazanavir/ritonavir to Evotaz were discussed with the patient
at their next routine appointment, and they were provided with the relevant HIVPA leaflet. http://www.hivpa.org/patient-information-leaflets/
Outcomes including the success of the drug switch, additional visits and drugs costs were recorded.

Results:

52/92 (57%) patients were identified as taking a drug regimen that could potentially be switched.

Patients switching from Kivexa or nevirapine MR to a generic version were given their usual 4 month supply of medication.

Patients switching from Atripla to Truvada and efavirenz were initially given a 2 month supply. No additional clinic visits were booked.

Patients switching from darunavir/ritonavir to Rezolsta or atazanavir/ritonavir to Evotaz were initially given a 2 month supply and were seen at 4
weeks to check safety bloods, in line with common clinical practice. 9/12 patients reattended (1 DNA, two coincided with routine bloods).

All patients were asked to complete their current supply of HAART before switching, but at follow-up it became apparent that some had
switched immediately, resulting in drug wastage. They were asked to revert to and complete their previous supply.

One patient, who had taken Truvada and efavirenz for 2 months, informed us after the delivery of his next 4 months supply, that he could not
tolerate it due to diarrhoea and would stop taking HAART if he could not switch back to Atripla immediately.

OUtco me Of SWltChES: Current regimen Switch to Target |Achieved
) Kvea  Cy I(:“r:ﬁi:t:a:v.clr ! G 95% 93%
Viramune brand Generic 95% 100%
7 Switched nevirapine MR nevirapine MR
13 Not suitable Atripla I’::‘n::c trveen: D L) 60% 63%
s . H Failed switch ?ar;u;:\:’;:r ‘ D Rezolsta 50% 39%
Darur;;wr/ r, Kivexa, 14 : aanae o W Evotaz . 60% 40%
T Nevirapine, 1 Reasons for failed switches Rezolsta TVD/EFV
CNS side effects 2
Atazana Atripla, 19 ‘ Diarrhoea 1
5 Tiredness 2
3 12 - o
2 3 Acute kidney injury 1
Adherence issues 2
Kivexa* / NVP to generics £7428 Drug wastage £1384
Atripla to Truvada / efavirenz £4182 Drug deliveries £1215
Darunavir / ritonavir to Rezolsta £816 Staff time — prescriptions + extra visits £1420 (unfunded)
Atazanavir / ritonavir to Evotaz £233 Additional blood tests £450 (unfunded)
*Generic abacavir / lamivudine available from December 2016 Total £4,469
Discussion:

* Switches to generic Kivexa were easy to achieve, required minimal staff intervention, & maximised cost savings (£190 per month per patient).

* Switches from Atripla to Truvada/efavirenz and from a PI/r to Pl/cobicistat involved additional costs in terms of delivery charges, drug
wastage, additional monitoring, and resulted in relatively low cost savings (£19 to £58 per patient per month).

« Staff workload increased significantly due to additional appointments, telephone calls, and the need to generate and screen additional
prescriptions. As HIV is funded under a “year of care” tariff, there was no recompense for this additional staff workload.

¢ InDecember 2016 we decided to halt the switches to Pl/cobicistat, as it was felt that the cost savings were insufficient to compensate for the
additional workload, and also it might be a challenge to switch patients back to two drugs when generic darunavir and atazanavir become
available.
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Are you aware that the NHS England TAF*
Policy has been updated??

Based on clinical advice, NHS England estimates that currently
around 20 -30% of patients on a TDF-based regimen could
potentially benefit clinically from switching to a TAF-based regimen?

* TAF in the context of HIV and this advertisement refers to the fixed-dose combination outlined overleaf.
TAF is not licensed for use as a single agent for the treatment of HIV infection.

NHS England has issued a commissioning policy which defines the following groups
as potentially clinically appropriate for the use of TAF:'

1. Patients with definite contraindications to TDF
2. Patients with relative contraindications to TDF
3. Stable patients switching from alternative ART regimens

The updated policy includes tools to support identification of patients who meet this clinical criteria.’

Patients with renal contraindications to TDF!

Definitet Relative*

* Renal disease based on NICE definitions (chronic kidney disease stage ¢ Renal markers approaching the thresholds where TAF is thought
G3/eGFR between 30-59 mL/min) be more appropriate$

Chronic kidney disease stage G1/2 plus stage A3 proteinuria or § Additional risk factors for CKD should be considered when considering
nearing this threshold eligibility for TAF. These include older age, diabetes, cardiovascular
disease and hypertension. Other co-morbidities and concomitant
nephrotoxic medication should be considered if associated with

higher risk of CKD progression.'

Renal toxicity or other intolerance secondary to TDF

NHS England use the NICE classification of renal disease to define patients with renal contraindications to TDF:®
ACR and GFR categories ACR categories (mg/mmol)
s —— I N
<3 Normal to mildly increased 3-30 Moderately increased >30 Severely increased
EEONEMEIITE No CKD in the Relative contraindications

absence of markers Consider TAF if ABC

related to of kidney damage not suitable®'

normal range for a young adult

m 45-59 Mild/moderate reduction Definite contraindicati to TDF, ing to NHS policy

<«— Increasing risk

Consider TAF if ABC not suitable’
30-44 Moderate/severe reduction

15-29 Severe reduction
TAF is not indicated in patients with CrCl <30 mL/min’
<1 dney failure

GFR categories (mL/min/1.73 m?)

Increasing risk —

Adapted from NHS England Clinical Commissioning Policy 16043/P and NICE Clinical Guideline CG182.12

Patients with bone contraindications to TDF'

Definitet Relative’
« Confirmed osteoporosis on DEXA - Approaching the thresholds of osteoporosis (i.e. T score<-2.5 by DEXA)

+ High risk of major fracture, as determined by FRAX - The HIV-positive populations most at risk include children and young
(>10% either major osteoporotic or hip fracture?) people below the age of peak bone mass attainment (aged approx.
25 years), those who have already had a low-trauma fracture, those
who fall frequently, post-menopausal women and those on long-term
glucocorticoid therapy. These risk factors should be taken into account
when considering TAF for patients with relative contraindications to TDF

Patients with definite contraindications to TDF, for whom ABC is not suitable, do not require MDT review.'

+Patients with relative contraindications to TDF, for whom ABC is not suitable, must be discussed at MDT.!
For further information, see Clinical Commissioning Policy 16043/P at www.england.nhs.uk G I L E A D
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