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1. Bridie Howe from Dept. GUM,
City Hospitals, Sunderland

I would like to recommend a list of abbreviations, as though the first use of the abbreviation has usually been
precededbythefullterm,itwould makeiteasierfor peoplelooking atsmall sectionstofind. Insome casesthereisno
explanation of the abbreviation e.g. PHI, WT virus, antiviral drug abbreviations, esp the new ones such as DTG. While
these may be obvious to people who have beeninthe field for awhile, this documentis used by and available to
patients and practitioners new to the speciality, such as myself (ST4 in GUM).

The following comments are mostly copy editing. | hope they are helpful.

There is inconsistency of formatting of the references in different sections - both in the reference listings and also in
the citations. e.g. section 4.2 references cited as [1] and listed as

1. Author, Reference
but in section 4.3 they are cited as1 and listed as

1 Author, Reference

Why are bullet pointed comments in a smaller font, including the recommendations, which surely should be at least as
prominent as the other text?

Auditable measures: these subsections are sometimes given their own subsection number, sometimes not, sometimes
in blue colour, sometimes black, sometimes bold sometimes italics - | would recommend standardizing

Cover page - Authors: What does the “f” refer to in front of M Fisher? Clarified

Table of Contents: Where is point 2.0 etc? - i.e. why isn’t Involvement of PLWH in decision making point 2.0? Section 2
has now beenadded
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1.2.3 Grading: to keepitconsistent "Grade D evidence....” should be in anew paragraph. This also makes it easier to
find if scanningthrough.

1.2.5 should read “The following measures have or will be...” - or replacing /

4.1.3References 1,15and 17 areincomplete: 1 and15 - which BHIVA 2013 and 2008 guidelines respectively?; 17 -
when was this accessed etc?

4.4.3 Reference 15 - which NICE guidance?
5.3.1 - double bullet points accidental?

5.5.2"wherethereis needtoavoid abacavir orandtenofovir (2A)” - shouldn’tthis read “where thereisaneedto
avoid abacavir and tenofovir (2A)”. Also is this whole section supposed to be bold?

6.1.2.2 Box 6.1 - should this be in a box?
6.1.5 References 12 and 14-23 are out of line

6.3.2.2 The headings “Within Class”, “Switching from PI” etc. in this section are not obviously headings and are notin
keeping with the formatting elsewhere in the document. | would recommend justifying to left without indent.

6.3.3.2 Same applies as above for the heading “Pl Monotherapy as second line...”

6.3.3.3 Reference 1 in different font to rest

6.4.1 - in different font

6.4.2 - in different font

6.4.3 - in different font and References in bold

Presumably the highlighted textin sections 5.4.2and 7.2.2.1and 7.3.2.1, 7.4.2, 7.5.2 will be altered as required
BOX 7.1, 7.2, 7.3 - Should these be in boxes?

7.6 References in different format and font

8.2.2.1 The Recommendations and Rationale in this section don’t have their own subsection number as they do in the
rest of thedocument.

8.222As8.221
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8.2.3.1 As 8.2.2.1 and also Rationale is in black instead of blue as elsewhere
8.3.1.1 Same as comment for section 6.3.2.2

8.6.5.2 Irecommend adding RCT=randomised controlled trial, alongside Co = cohort study in the table 1 description.
This section uses superscript to identify citations, which differs from the rest of the document which uses [1] style- is
this intentional?

8.7.3.2 Similar to 6.3.2.2 comment, but here it is also in bold italics and different font

8.9 I'd suggest numbering the subsections to make it consistent with rest of document. The references after 23. are
not numbered and are in a different font size

8.11 - font size is larger in this section.
8.11.2.1 and 8.11.3.1- the text in the paragraph should be in black not blue, for consistencies sake.

Thank you for your thorough and helpful comments — these have all been addressed in the revision

Gilbert Simwapenga from
Mahatma Gandhi Memorial Clinic

Working an ART clinic starting anyone on ART immediately after one is found living with HIV or suffering from HIV
reduces such a one from having other clinical conditions.

Those thst started in twenty ten are showing no signs of other assassociated illnesses.
Sincerely Yours,

Gilbert

social worker

Thank you

Andrew Hill from Liverpool
University

1. Section on 3TC versus FTC does notinclude the results of two randomised trials directly comparing these two drugs
(oneisunpublished) which showed no difference in efficacy between them. Thisis much stronger evidence of
equivalence thanthe Dutch cohort, which has many flaws. WHO recommends TDF+3TC based on this evidence. Happy
tosend more detailsifneeded. Thank you—these have beenreviewed andincorporated/considered by the section
bythe sectionauthors. We have emphasisedthe potentialissues withthe Dutch analysisand changed the wording
of the concluding sentence slightly. This issue will continue to be reviewed at each update.

Andrew Hill from

Sectionon EFV does notinclude details of the ENCORE-1 trial, which showed equivalent efficacy for the 400mg dose
with trends for lower adverse eventrates. 96 week data just published in Lancet Infectious Diseases
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Liverpool University

We agreed atthe start of this update to only considerlicensed agents and doses—to be re-considered at next
update

5. Andrew Hill from Liverpool
University

Sectionon Pl/r+ 1INRTItreatments - mentions thatthe Kalead study "failed to show non-inferiority" butitwas very
smallanyway (152 patientstotal), andtheresponserateswereverysimilarinthetwoarms:51%and53%. Alsothe
resultsfromthe OLEand SALT studiesof Pl/r+3TC versustriple drug control showslightly higher efficacyrates-
overallthereisnon-inferiority of Pl/r + 3TC versustriple combination treatment. As aswitching strategy, thiscould
avoidtheadverseeventsof TDFor ABC Thankyouandsorryforthisoversight—we have clarifiedthe Kaleadresults
in the text and added a section on dual ART to the switch section

6. Guy Baily from Barts Health

Ontimeto start: Ithink the wording around offering treatment on the basis of the START findings is excellent, but|
wonder if we need something between the very gentle 'whenthey are ready' of 4.1.1 and the 'must start within 2
weeks'foradvancedptsin4.2.1Isthere notstillapointaround 300 or 350 where pts should be stronglyencouraged
tostartevenifinclinedto prevaricate? Thank you - we have discussedthe subtleties of the wording extensively and
haveelectedtonotaddbackany CD4thresholds, mainly based onthelack of relationship between CD4 andclinical
events in START.

7. Michael Harkin from THT
Scotland

Looking atyour proposed changes to HIV guidelines | am disappointed that your organisation has asked for comments
by the 19th July. This date is before the guidelines will be presented at an HIV conference.

Surelyaskingforpubliccommentstobedeliveredtoyouforconsideration/collationthedaybeforesucha
conferencedoesnotgiveyouasapublicbodytimetounderstandthe UK publicsfeelingsand concerns.

Lookingatyourproposedchanges oftried, tested andtrusted frontline hivmedicationtochangeto nowpromote
newer medicationthatis not sowellknown bythe public could cause anxiety and concernone those who are
currentlyadheringtoadrugregime which forthem andtheir HIV practitioners isworking willnotbe conducive to
either patient or practitioner.

ComeonBHIVA,youarethereforthe UK public, youaretheretoacceptourfeedbackandresponsesinplentyoftime
to show our representation and actually be consider as important.

Iwritethis personallyasanindividual living with HIV who alsoworks in health promotionforanational HIV charityin
the UK.

| support people living with HIV, predominantly MSM but also the BME community as an advisor to a recently formed
charity in Glasgow.

I am a member of UK-CAB snd SHIVAG amongst other HIV organisations.
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I look forward to your response and consideration.

Thank you— we addressed these important comments by email and at the community consultation

8. Paul Rafferty from Belfast Trust | Iwouldliketocommentonthe preferredandalternativetreatmenttable. Thisshouldbe more consistent. If efavirenz
is an alternative due to side effects only then Atazanavir should be classed as alternative also. If abacavir/lamivudine is
preferredin combination with Dolutegravir, should dolutegravir be an alternative treatmentalso. I think thereisno
longer a case for the preferred and alternative table since the contents of the alternative are singular and not
straigtforward with the emergence of the kivexa/dolutegravir STR. There should be a list of recommended backbones
(Truvada/kivexa) and recommended third agents (including EFV) leaving the choice up to the clinician depending on
the individual presenting patient. Apartfrom thisthe guideline is an excellentlearning tooland the attachments for
swallowing/renal/food are an excellent resource

Thank you—we have clarified some elements of the table. The Writing Group did notrate jaundice to be acritical
outcome whichis why atazanavir remains preferred based on our GRADE analysis. We acceptthatwe have
downplayedthe potential impact of jaundice on PLWH and have added a statement about the potential distress
and stigma of this side effect. We do not say that Kivexa is preferred with DTG, simply that when Kivexa (which
remains alternative formore than onereason as outlined inthe text) isused with DTG tcanbe used atany VL. The
pointregarding agentsvsregimensisimportantand will consider regimen-based recommendations for the next
update. We disagree that we do not need preferred/alternative —the meanings of these are clearly defined and
remain relevant.

9. Alan Smith from Gilead Many congratulations on the latest update currently out to consultation. The document will be an excellent resource
Sciences Ltd to clinicians. Thankyou

This represents the last major guidelines update before Tenofovir alafenamide (TAF) is expected to become available.
We therefore suggest that some minor changes to terminology to clearly distinguish where TDF may be different from
TAF.

In this context the document already generally uses "tenofovir" and "TDF" appropriately.

However, as clinical trial data have shown safety differences between TDF and TAF we suggest minor wording changes
toavoid potential confusion. Thesewill notchangethe currentinterpretation butwillmeanthe adviceremainsclear
and accurate when TAF is available (or added to the guidelines).

The suggested changes are found in the following sections.

8.5.2.1
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Changing tenofovirto TDF (single mention)
8.5.2.2

Changing tenofovir to TDF (both of 2 mentions)
8.5.3.1

Changing tenofovir to TDF (both of 2 mentions)
8.5.3.2

Changing tenofovir to TDF (all of 6 mentions)
8.11.3.2iii

Changing tenofovirto TDF (single mention)
Best wishes

Alan

Thank you for highlighting this — we have made the recommended changes to the revision

10.

George Andrew Rodgers
from H.A.D. (HIV And Diabetes
Support)

Still no guidelines around AVR's/diabetes. | don't know which PDF file to attach to this.

Thank you —at the community consultation we discussed that some work on this topic is underway and we will
reviewthe needtoinclude diabetesinthe nextupdate. Theissue has been reviewed before butinthe absence ofa
clear relationship between modern ART and diabetes developments it was not included this time.

11. | Melinda Tenant-Flowers from Looking good! Thank you
King's Cpllege Hospital NHS Section 5.4.2 small typo ref 19 should be EFV vs DTG not DTC
Foundation Trust
Switching ART, still confusion among colleagues in several centres as to whether if V/L >100,000 pre ART, and patient
wellcontrolled butrequires aswitchforclinicalreason e.grenalimpairment, EFV side effects Isitsafeto switch to
ABC or RILP. I think this requires spelling out v clearly.
Thank you — the table and the switch section have been amended to emphasise the issue regardless baseline VL and
the typo has been corrected.
12. | Anna Goodman from Guys This section on 5.0 could read clearer:

and St Thomas Trust

Userecommended onlyifbaseline VL is <100000 copies/mL: RPV as athird agent; ABC and 3TC asthe NRTIbackbone;
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ABC and 3TC can be used at any baseline viral load when initiated in combination with DTG (with the exception thatin
HBV-coinfected individuals ABC/3TC should not be used without TDF or entecavir also)

Ithinkaseparate symbolforeach ofrilpivirineandkivexawould makethetextclearer.

Thank you — this has been clarified accordingly

13. | Dr Sadat Quoraishi from Thankyouforthe opportunitytocommentonthedraft2015 BHIVAguidelinesforthe treatmentof HIV-1positive
AbbVie Ltd adults with antiretroviraltherapy.

We note thatlopinavir/ritonavir (LPV/r) has beenremoved fromthe list of alternative 3rd agents. Section5.4.3.8
(Previousalternative 3rd agents) statesthat“LPV/rmaybe animportantoption for someindividuals such asthose
with Pl resistance mutations and contra-indication to DRV/r.” We believe that having this statement far removed from
the mainthird agentrecommendations may lead to clinicians not being aware of the alternatives to DRV/rin this
patient group. We therefore suggest the statement is placed underneath section 5.4.2 (Rationale) as a footnote. We
alsobelievethe statementshouldbeplacedasafootnotetothetablein Section5.1 (Summaryrecommendations).

Thank you for your comment—we reviewed this issue at the post-consultation writing committee meeting and we
stick to preferring DRV/rin this context—these guidelines do not address specific switches for toxicity and we felt
that acknowledging the role of LPV/r in the text was sufficient — this was echoed at the community consultation

In Section 7.3.2.3 (First-line treatment failure on a ritonavir-boosted protease inhibitor-based two nucleoside reverse
transcriptase inhibitor regimen with or without protease inhibitor resistance), thereis the statement“Where Pl/r
mutations exist, DRV/ris the preferred agent (unless resistance is likely) and inclusion of an INI, ETR, or maraviroc (if
R5tropic virus) as one of the additional drugs should be considered.” Following this statementwe believeitis
importanttoreiterate thatif DRV/rresistanceislikelythen LPV/rmaybe animportant option. Thiswould ensure
consistency with the recommendations in Section 5 mentioned previously and would ensure readers would not have
torefer back to that section. Thank you - we have added a sentence to emphasise that where DRV/ris notan
option, other Pl including LPV/r and TPV/r may be considered

Thank you.

14. | Simon Collins from HIV i-Base Please find the following comments relating to sections 1-7, plus two of the appendices.
Timeline for comments

Giventhelengthy processforthis update - overthree years - tolimitthe comments period tothree weeksandto have
adeadline immediately prior to a major HIV conference. There was a 4 week consultation and, for UK-CAB members
this was 5 weeks, consistent with BHIVA guidelines procedure
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This is especially important given the significant changes in withdrawing the CD4 criteria treatment from previous 350
based, until now, on a press release from the START study that itself has no peer review process. Acknowledged but
therewas acaveatthatifthe START resultsled to any significantchange inthe guidelines the consultation would be
repeated.

The impact of the START study - dependent on full results to be presented at IAS - having implications throughout the
wholedraftguidelines. Agree —all sections should have beenrevised and this will be double-checked during the
consultation review process

Thecurrentdrafthasonlybeenchangetoresultthe START resultsinthe mostobvious sectionsdiscussing CD4
criteria. Many other sections, including discussions on the approach to starting treatment - likely to have been written
priortothe START results - have notbeenthoughtthrough forthe implications of the results and the new BHIVA
recommedations. This jumps out in quite a few places. The whole guideline has been reviewed to ensure consistency
—wherethereremains emphasis on particular conditionsthisistoemphasise whereimmediate, as opposedto
‘whenready’ ART would beindicated andthe conditionswhere,ifNHSE donotsupport ART atallCD4, ARTis
recommended regardless

Other research at IAS, including HPTN 052, might be just as important to consider. Thank you - this was reviewed at
the post-consultation community consultationand writing committee meetingand otherthan START no other IAS
studies were deemed of significant importance to add at this stage

Format for draft

Itis a standard requirement that guideline updates clearly highly all changes. This is not part of the BHIVA guideline
development manual — we are very happy to review this process prior to the next update.

By notdoingthis, the process oncommentingonchangesis made considerable more difficult. Moreimportantly, it
becomes difficult to see at a glance where important key issues either have or have not been changed. Acknowledged
— for review

In my opinion, this limits the validity of the consultation and comment exercise. As above
Timeline for update

The length of time taken for the update - approaching three years - and the various missed deadlines for draft versions
hasbeenacommunityconcernsincethefirstguidelineswereproducedin1998. Theguidelinesareupdatedevery 2
years andthere was aninterim updatein Nov2013. There had therefore beenaone year delay—thishasalsobeen
raised a concern by the community reps, and others, on the writing panel and we propose a review of the writing
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process prior to the next update to address this.

Evenifthe fullguidelines are notreviewed annually, additional statements could be added toreflectimportant
changesformkeyresearchandnewdrugapprovalsinclosertorealtime.Weagreewhichiswhytherewasa2013
update on RPV and EVG/COBI

The previous guidelines stated that this should have been in 2014 and itis unclear why BHIVA don't employ a part-
time freelance medical writer/research to support the writing group. As above —has been suggested by the
community reps on the writing group already and will be discussed at meeting outlined above

Althoughthe 2015draftsays afuture update willbe in 2017, itwold be helpfulto have a statementthatthe guidelines
group willcomment promptly on any newly approved drug - even if this is a qualifying document and not a full
revision. This is in place — see section 1.2.6

General comments
The opportunity to comment on this draft is appreciated.

Overallthese look like good guidelines with perhaps the most significant changes for ten years in respect to starting
treatment and choice of drugs. Thank you

Although considerable work has gone into updating some of these sections, there seemed to be a missing discussion
onefavirenz. This willbe howto balance nolonger being first-line preferred combination with the potential cost
pressurefromuseofgenericefavirenz. Inasimilarwaythe FDCvsseparatedosediscussionisnotresolvedinthe
contextof Atripla. Thiswas discussed atlength during the writing process forthe draftand post-consultation—we
reviewed the introduction where cost is discussed and, considering that we have emphasised that cost-
effectiveness remains beyond the guideline remit at present, will not expand cost discussions further. We will
continue to review this issue carefully

Section 1.0

Aglobalcommentisto considerdeleting "the Writing Group thinks/believes etc" form allrecommendationsforthe
whole document. As aterm this is unnecessarily. The guidelines as adocument are produced this group so everything
isbased ntheir views. Qualifying so many of the recommendations this way makes the document seem less
professional. Thank you — this has been revised and the use of ‘the writing group’ minimised

Section 2.0?

Thisis missing from the online draft. If thisis to be recommendations and auditable outcomes, they need to be
available for comment as with other sections. This is a summary of all the recommendations and auditable outcomes
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and will be added.

Section 3.0

Itis good to see reference to impact of social and economic factors on clinical outcome.
Section 4.0

4.1.2

- delete "our" - and throughout - to make this less personal. Agree, amended accordingly

- Previous setting at 350 was based on evidence from RCTs including HPTN 052 and not just cohort data. HPTNO52 was
referenced in the 2013 guidelines only in the context of transmission, not when to start

- Perhaps qualifythat conflicting results from cohort studies was on whether or not earliertreatmenthad additional
benefitsanddid notsuggestthatitmighthave additional risks. Reviewed and we did notfeelthatmore discussion of
the old guidelines would add to the new recommendations

- More importantly, this section is likely to benefit from significant rewriting when results from START are presented,
especiallyiftheyare alsopublishedinapeerreviewedjournal. Giventhe GRADE systemis based on quality of
evidenceand START isand RCT, the full results need to be evaluated forinclusioninthe 2015 BHIVA guidelines. The
section has been reviewed post-publication of START and no major changes deemed necessary

4.1.3

Refswillneedtobe updatedtoinclude START andHPTN postIAS. START updated, HPTNO52 update not considered
necessary at this stage

4.3.1 - Primary infection

Here - and throughout - the psychological impact of starting treatment is emphasised as a negative intervention in
terms of stress (and not referenced) when in practice, from a community perspective, starting treatment is often a
highly positive responsetotaking control. Thisisin additiontoreportthat coping with adiagnosis is easier after
achieving undetectable viral load that helps normalise HIV more quickly.

The PHI section needs to be rewritten based on full results form START and its implications.
The second para bullet list doesn't consistently relate to the introducing sentence for medical criteria.

ManypeopleactivelywanttostarttreatmentandifanythingcurrentUKmedical practice blocksthis.
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References:

ParsonsV etal. UK clinicians’ approach to ART in primary HIV infection; comparison with the BHIVA guidelines. 21st
BHIVA, 21-24 April 2015, Brighton. Oral abstract O13.

Parsons V etal. Attitudes, beliefs and acceptability towards early ART amongst men who have sex with men (MSM)
recruitedtoaUK cohortofHIV seroconverters. 21stBHIVA, 21-24 April 2015, Brighton. Poster abstract P33.

Theprosandconstable needstobebalancedtoequallyrepresentvariousfactor supporting earlytreatmentin PHI.

Given the expanded references for this section and the focus for potential benefits of very early treatment (especially
within 3 months of diagnosis) - balanced by the recommendation of earlier treatmentin chronic infection - itis
disappointing that there is not an expanded narrative to discuss these areas.

Inthe interest of space itis difficult to expand on all aspects here, thereis clearly RCT datathatforall individuals
diagnosed HIV+immediate ART has been shown to confer lob-term clinical benefit over deferral but specific factors
around PHI supportamore expedited ART initiation process, however these studies are small observational or RCT
trials not powered to clinical endpoints or survival but to research reservoir evaluation endpoints which are of weaker
evidence for clinical guidelines. | have added in this comment to the current draft

This is a critical access issue in terms of patient choice.
An additional UK ref for longer term benefits was presented at BHIVA 2015:

Kinloch S. Enhancedimmune reconstitution with initiation of ART atHIV-1 seroconversion (PHI). 21stBHIVA, 21-24
April 2015, Brighton. Oral abstract O7.

Agreed and there have been many other presentations on this outcome too which have also beenincluded in the
references.

The guideline could perhaps highlight that ongoing UK research includes studying treatment in PHI.

The guidelines could also highlight the importance of referring pateints diagnosed within 6 months of infection to the
UK HIV Seroconvertor's Register.

Simon, thank you forthese comments the table and texthave been amended to incorporated this and the
references added

4.4 TasP

Considerchangingthe firstbulletto two separate points. Therational frothisisthatcome UK doctors are using their
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evaluationof currentrisk of onward transmissiontoimpactthe offer of earliertreatment. (see earlier ref: Parsons Vet
al. UK clinicians’ approach to ART in primary HIV infection; comparison with the BHIVA guidelines. 21st BHIVA, 21-24
April 2015, Brighton. Oral abstract 013.)

Thishasanimpactinterms of someone's future socialresponse. Amended —reference notadded atthis stage —will
e considered in next literature search

4411
- Please delete "indefinitely” from bullet 4. Removed

- Please use "serodifferent” consistently though the guidelines - the last bullet here reverts to serodiscordant.
Amended, thank you

-Perhapsincludes afewmore positive bullets points about treatment, including thatitis relatively easy to modify
treatmentif there are side effects etc. Thank you — clinical benefits, low risk adverse events and option to switch
have been added

4.4.2

para4-these were "gay couples"notMSM | have scouredthe paper andthe supplementary appendix and cannot
find MSM nor ‘gay couples’, so | have changed the sentence so state that 97% were heterosexual

para5- perhapsrewordthatcondomsarerecommended"ifthereisaconcernaboutSTIsorpregnancy”. Ifthereare
notthese concernsthenthere isno medicalreason to use condoms. After lengthy discussion atthe community
consultation the wording has been amended and agreed at the writing committee meeting

para5-referenceastudyfrom 2007 formeantimetoviral suppressionis notgoodenough. Thissectionshouldreflect
faster suppression with integrase-based combinations -especially as these are now strongly recommended for firstline
therapy. Thank you — this has been reviewed and new references added

Globally, the guidelines should check fro similarly archaic references that are there for historical reasons but that have
beenupdatedbymorerecentdata. Thisapproachtorelevantreferencesisimportant Thank you—references have
been reviewed

Section 5.0 - What to start
5.1

-Overall-the significantchangesto preferredfirstcombinations based on better efficacy results with more recently
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approved drugs, including integrase inhibitors is welcomed. Thank you

- delete references to "the Writing Group" as qualifications for recommendations. Everything in the guidelines is "in
the view of the writing group”. Ifitis needed for methodological reasons then there is no need to capitalise. As per
previous response

- ltperhapsneedstobeclearerthat ABC//3TCisapreferred backbone whenused with dolutegravir. However
resolvedinthetextandtable, ltdoes notseem appropriate for this to be afootnote inthe table. ABC/3TCisnota
preferred backbone —with DTG the baseline VL caveat does no apply but ABC/3TC remains an alternative

5.3.1

- asabove, clarifiythat ABC//3TCis apreferred backbone when used with dolutegravir. Itis notthatthe caution
dosen'tapply, the data supported acrgively prescribing these RTIs. The table has been amended but ABC/3TCishota
preferredbackboneregardless of 3 agent—itisalternative based onthe GRADE analysis—the difference withDTG
is that baseline VL is not an issue

5.3.4

- Giventhe 12 references for the discussion about 3TC vs FTC itis surprising that this section reaches an opposite
conclusion to the analysis from Ford et al in commentary to ATHENA results in CID.

Ref: Ford N et al. Comparative efficacy of lamivudine and emtricitabine: comparing the results of randomised trials
and cohorts. Clin Infect Dis. Advance access 3 November, 2014.,
http://cid.oxfordjournals.org/content/early/2014/11/03/cid.ciu767.full.pdf (PDF) This section has been reviewed in
the light of this, and other, comments and the overall conclusion unchanged

54

- verysupporting ofthedecisiontodroprecommendationstouse olderdrugsthatarenotsupported by efficacyand
safety data compared to recently approved options. Thank you

5.4.3.7

The efavirenzresultsfrom D:A:D (ref 31) could perhaps be modified toreflectthe conclusions from the study that
emphasiedthatnon-findingalinkwith suicide shouldnotbeinterpretedas alack of causative effectgiventhisiswell
document - but more accurately, that health workers were appropriately managing this risk in prescription practice -
ie alternative dosing to those at highest risk and effectively switching those who experienced symptoms. Sentence
added
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6.0 support etc

6.1.2.1

This seems pretty disconnected form the current recommendations.
What about integrase inhibitors etc. Thank you — amended

6.1.4

Finalsentence should perhapsrefertolowcostgenericsandnottotheir costeffectivenessifthishasn;tformallybeen
studies. Thank you — amended accordingly

Section 7.0 - treatment failure
7.5.1

- Good to see the reference to importance research. Several compounds in development could potentially be
important for people with MDR HIV - especially with new classes - maturation, gp-120 inhibitors etc. Thank you

Appendix - food chart
- Great this is included.

-Please could alldrugs be treated similarly - see ATZvs DRV. Itwould be more directto always give approximate
impact on drug levels rather than rely on general terms like "enhance" without giving data.

- Atripla/efavirenz - concernedthatthis doesn'tspecificallyreference high fatratherthanjustfood. Thisisaimportant
information for people taking treatment to understand. Taking with food has noimpact on PKif thisis low or zero fat
content - and taking meds it something in your stomach helps.

-Includingacommentonthetype of food, including whenthis makes no difference, would be avery helpful addition
for all drugs with a food interaction.

-Use of CAPS - if some words are going to be capitalised - "OR" - it might be clearer to use caps for WITH and
WITHOUT as a global comment.

- DRV - perhaps emphasise that food is required even with the boosting effect of RTV - also for ATZ.

- Eviplera - that caution about taking without food could be stronger - ie "will" instead of "may". Also for Eviplera, |
thoughtGileadreportedlowercalorie countwasneededforthe FDC comparedtowhenrilpivirineistakenasasingle
drug. Is this because food increases TDF levels?
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- Eviplera and rilpivirine should have similar text, if the food effect described is based on rilpivirine, unless the lower
calorie requirement is being referenced.

- Atripla and tenofovir should have the same text when referring to TDF.

- Atripla and efavirenz should have the same text when referring to efavirenz Thank you — this has ben updated
accordingly

Appendix - renal dosing
- Great this isincluded.

- Comment on format - black writing on red background is unreadable on visually (access issue) and practically (on
greyscale printouts. Please eitherreverse outtext or use adifferent graphic solution. Thank you - changed

15.

Dr Peter Cowling from British
Infection Association

The BIA is content with these guidelines Thank you

16.

Adyb BAAKILI from Medical BMS

Dear writing group,
Thank you for the opportunity to submit the comment we may have.

| want to inform the writing group that the European Commission (EC) decision for the Marketing Authorization of
EVOTAZ (ATV/COBI) has been adopted 13 July 2015.

EVOTAZ is indicated in combination with other antiretroviral medicinal products for the treatment of the HIV-1
infected adults without known mutations associated with resistance to atazanavir.

EVOTAZ continues to offer the proven efficacy and safety of boosted-atazanavir, in the form of a once-daily, simplified
dosing regimen.

Additionally, Cobicistat (Tybost) has been recently commissioned by NHS England which provides an alternative
booster to ritonavir.

KR,
Dr Adyb BAAKILI
HIV Medical Manager BMS

Thank you — we have added a section on cobicistat
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17.

Rishender Singh from
Janssen

Dear BHIVA guidelines writing panel,

Janssen appreciates the opportunity to consult on the draft BHIVA guidelines for the treatment of HIV-1 positive
adults withantiretroviraltherapy 2015 and would like to commend the writing committee onthe methodology
employedthatprovides atransparentsummaryfor health care professionals, patients and policy makers.

Please see below for detailed comments by section:
SECTION/PAGE:

Section 5.0 what to start (page 22)
BHIVAGUIDELINE COMMENTS:

None

JANSSEN COMMENTS:

This section makes no reference to the accessibility of darunavir/cobicistat FDC (EMEA approval: 19/11/2014) and
Janssen believes its availability should be highlighted given the bioequivalence data versus DRV/r to offer patients an
additional option that reduces pill burden when taking DRV as a third agent.

REFERENCE:

Rezolsta SmPC. Kakudaetal.J Clin Pharmacol 2014. Kakuda TN, etal. Antivir Ther 2014. Kakuda et al. Cobicistat-
boosted darunavirin HIV-1-infected adults: week 48 results of aPhase IlIb, open-label single-armtrial AIDS Research
and Therapy 2014, 11:39 doi:10.1186/1742-6405-11-39 A section on cobicistat has been added

SECTION/PAGE:
Section 5.4.3.2 recommendations (page 28)
BHIVA GUIDELINE COMMENTS:

Thissectionstates:forthecomparisonbetween DRV/randRALinthethree-arm ACTG5257 study[20], overall
virological response was significantly higher for DRV/r (OR 1.83[95% Cl 1.16---2.89] at 96 weeks in favour of DRV/r;
p=0.009).

JANSSEN COMMENTS:

Janssen believes this is incorrect and should read: When tolerability and virologic response are considered together,
RAL-basedtherapywassuperioroveralltoboth Pl-basedtherapiesandritonavir-boosted DRV was superiorto
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ritonavir-boosted ATV. Apologies —we have double-checked the graphs and the OR is correctly quoted but RAL and
DRV/rwere the wrong way round on the graph. This comes from Lennox 2014, Figure 3 (ITT analysis) and the adjacent
text: “The proportion of participants with an HIV-1 RNA level of 50 copies/mL or less at 96 weeks by ITT analysis
(regardless oftreatmentstatus) was 88.3%forritonavir-boosted atazanavir, 93.9% for raltegravir,and 89.4%for
ritonavir-boosted darunavir (Figure 3, top).” The number of participants contributing data at 96 weeks (from figure 3)
are:515,526and518. Sonumbers of patients withcopies <50/mL at96 weeksare: 455/515,494/526 and 463/518.

REFERENCE:

(Reference:LennoxJL,LandovitzRJ, RibaudoHJetal. Efficacyandtolerabilityof 3nonnucleosidereverse
transcriptase inhibitor---sparing antiretroviral regimens for treatment---naive volunteers infected with HIV---1: a
randomized, controlled Equivalence trial. Ann Intern Med. 2014 Oct 7;161(7):461---71.)

SECTION/PAGE:
Section 5.4.3.3 recommendations (page 28)
BHIVA GUIDELINE COMMENTS:

This section states: in the FLAMINGO study - forimportant outcomes there were significantly more clinical serious
adverse events in the DRV/rarm (OR 2.00 [95% CI 1.05---3.80; p=0.03]).

JANSSEN COMMENTS:

Janssen believes thisisincorrectand should indicate thatmore clinical serious adverse events are seeninthe DTG
arm. Apologies, you are right and this has been corrected

REFERENCE:

Molina JM, Clotet B, van Lunzen J et al. FLAMINGO Once---daily dolutegravir is superior to once---daily
darunavir/ritonavir intreatment---naive HIV---1---positive individuals: 96 week results from FLAMINGO. J Int AIDS Soc.
2014 Nov 2;17(4 Suppl 3):19490.

SECTION/PAGE:
Section6.3.2.2 switchingrationale (page 47)
BHIVAGUIDELINE COMMENTS:

This section states: Switching in virological suppression to RVP from Pl maintained suppression, was safe and with or
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without K103N, had a high response rate.

JANSSEN COMMENTS:

This should read RPV not RVP. Thank you - corrected
REFERENCE:

None

SECTION/PAGE:

Section 6.3.3 protease inhibitor monotherapy (page 50)
BHIVA GUIDELINECOMMENTS:

None

JANSSEN COMMENTS:

Janssen believes that data from the PROTEA study will be beneficial ifincluded in this section. Thankyou—PROTEA
has beenincluded

REFERENCE:

Week 48 efficacy and central nervous system analysis of darunavir/ritonavir monotherapy versus darunavir/ritonavir
withtwo nucleoside analogues. Hill, Andrew M.; Antinori, Andrea; Clarke, Amanda; Svedhem-Johanssson, Veronika;
Arribas, Jose; Arenas-Pinto, Alejandro; Fehr, Jan; Gerstoft, Jan; Horban, Andrzej; Clotet, Bonaventura; Ripamonti,
Diego; Girard, Pierre-Marie; Moecklinghoff, Christiane. AIDS 2015.

SECTION/PAGE:
Section 8.6 Cardiovascular Disease 8.6.4.1 (page 89)
BHIVA GUIDELINE COMMENTS:

The section states BHIVArecommend ATV/ras the preferred Plinindividuals with a high CVDrisk. This has changed
from previous 2012 guidelines which simply recommended against the use of LPV/rand FPV/r.

JANSSEN COMMENTS:

This appears to be based on the data from D.A.D. cohort where no association has been reported between ATV use
and MI but not enough data exists yet to analyse a link with DRV.
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Furthermore the ACTG 5257 study showed no significant difference between ATV and DRV interms of rise in plasma
lipids. Whilstthere was a difference in progression of cIMT between the two drugs, with ATV showing slower
progression, BHIVA stated that it is unclear if this translates to a reduction in CVD risk.

Janssen believes there is currently little evidence to exclude DRV as a favourable option in patients with a high risk of
CVD.Reviewed—-thoughthereisnoevidenceofharmonDRVthereisevidence oflackofharmonATVsonochange
required

REFERENCE:

Monforte A, Reiss P, Ryom L, etal. Atazanavir is not associated with an increased risk of cardio or cerebrovascular
disease events. AIDS. Jan 28; 2013 27(3):407-415.

Ofotokun|, Ribaudo H, NaL, etal. Darunavir or atazanavir vs raltegravir lipid changes are unlinked to ritonavir
exposure: ACTG 5257. In: Program and abstracts ofthe 2014 Conference on Retroviruses and Opportunistic Infections;
March3-6, 2014, Boston. Abstract 746

Stein, J.H., H. Hodis, et al.(2014)."Prospective randomised clinical trial of the effects of three modern antiretroviral
therapies on carotid intima-media thickness in HIV-infected individuals (aids clinical trials group study A5260S).
"Journal of the American College of Cardiology 63(12SUPPL.1): A1322.

SECTION/PAGE:
Section8.7 Women 8.7.3.2 Fetal safety (page 101)
BHIVA GUIDELINE COMMENTS:

Thissectionstates: “Approximately 200 ormore reports needto bereceivedforaparticular compound before data
are reported for that compound by the APR....... There are, so far, fewer than 200 prospective reports for DRV, RAL and
RPV within the APR and hence no reports on these agents are yet available.”

JANSSEN COMMENTS:

Janssenbelievesthis section shouldbe amendedtoinclude DRVinthe listofdrugswithover 200 reports withouta
signalofincreasedrisk of congenitalabnormality. The mostrecentlyavailableinterim reportfromthe APRincluded
safety data on DRV as there are now 314 reports of 1st trimester exposures to DRV. The APR interim report to the 31st
January 2015 states “For abacavir, darunavir, didanosine, efavirenz, indinavir, and stavudine, sufficient numbers of
firsttrimesterexposures have beenmonitoredto detectatleastatwo-foldincreaseinrisk of overallbirth defects. No
suchincreases have been detectedto date.” Thank you and apologies for the oversight—this has been corrected
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BHIVA
accordingly
REFERENCE:
Antiretroviral Pregnancy Registry Steering Committee. Antiretroviral Pregnancy Registry International Interim Report
forl1January1989through31January2015.Wilmington, NC, Registry Coordinating Centre, 2015. Available at
http://www.APRegistry.com (accessed July2015).
SECTION/PAGE:
Section8.10Bone diseasein PLWH inand antiretroviral therapy 8.10.4.2 (page 109)
BHIVA GUIDELINE COMMENTS:
This section states: Tenofovir (TDF formulation) and protease inhibitors have been associated with low BMD and bone
lossincohortstudies[21-—-25],and use of TDF andlopinavir/ritonavir or any protease inhibitorwithandincreased
incidence of fractures [26, 27].
JANSSEN COMMENTS:
DRV was notincluded in the analysis referenced here for any protease inhibitor. Janssen believe this would be worth
stating in the guidelines. Section reviewed with this in mind
REFERENCE:
26. Bedimo R, Maalouf NM, Zhang S, Drechsler H, Tebas P. Osteoporotic fracture risk associated with cumulative
exposure to tenofovir and other antiretroviral agents. AIDS 2012; 26:825 31.27. 27. Womack JA, Goulet JL, Gibert C, et
al. Increased risk of fragility fractures among HIV Infected compared to uninfected male veterans. PLoS One 2011,
6:17217.
18. | Dr Alistair Paice from ViV ViiV response to consultation on the draft “BHIVA guidelines for the treatment of HIV-1 positive adults with
Healthcare antiretroviral therapy 2015”
Onbehalf of ViiV Healthcare Ltd we would like to thank youfor the opportunitytocommentonthe draft 2015 BHIVA
treatment guidelines.
We recognise the complexities of assessing the available evidence and we fully support the application ofthe GRADE
system, with the aim of providing robust evidence based guidance on bestclinical practice inthe treatmentand
management of HIV-infected adults. With this in mind, we have some comments, with particular focus on Section 5:
What to Start.
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Section 4.0 When to start
Section4.1: ChronicInfection

= The statement recommending that people with HIV start ARVs at any CD4 count is a significant step towards
improving patient benefit. ViiV fully supports this approach. Thank you

Section 5.0 What to start
Section 5.1 Summary recommendations.

= This table might be confusing to prescribing physicians. The recommendations on what to start require reference to
severallines of footnotes, whichmaybe overlooked or misunderstood. Itisalso notclearfrom the body of thistable
that DTG +ABC/3TC is an entirely appropriate regimen for naive patients at any baseline viral load, which is consistent
withtherecommendationsinothermajorguidelinessuchasDHHSand EACS. Asthese guidelines presenttheir
recommendationsasregimens,theyare easiertointerpretataglance. We acknowledge this pointand will review
agentvsregimenbasedrecommendations forthe nextupdate—we have clarified the table. ABC/3TCremainsan
alternative based onthe CVrisk, the only change is that the VL cut-off is notan exclusion when given with DTG.

« Itisunclearwhy ABC/3TCisinthe alternative column, based onastatementaroundresultswithbaselineviralload
>100K relying on potentially inconsistent data, and indeed one that is not true for DTG + ABC/3TC. The indication for
Kivexainthe Summary of Product Characteristics does notrestrict use as abackbone by baseline viral load, although
we acknowledge thatthere is astatementin section 4.4 (Warnings and precautions) in line with the findings of
ACTG5202: “Therisk of virological failure with Kivexa might be higher than with other therapeutic options.” Itis
alternative based onthe factthat VF may be higher (as perthe SPC) AND the evidence forincreased CVD risk

» Thestringency ofthe above approachto ABC/3TC seems atoddstothattakenfor RPV,whichhasalicense
prohibiting use above VL > 100K, butwhich stillappearsinthe preferred column. This does notappearto be
consistent. We make it very clear that RPV is NOT recommended >100,000. RPV was statistically superior to EFV
whenanalysesconfinedtothe <100,000 VL strataandthereare noknownsafetyconcernssofar (unlike ABCand
CVD)

= We wonder whether it might be possible to address these issues using one of the following approaches:

0 ABC/3TC appearinginthe preferred column, with an asterisk explaining that for baseline VL> 100K, use of DTG as a
third agent is recommended, or No - for reasons above

o0 Leavingthetable asitis, butwithinthe DTG boxin the preferred column, inclusion of afurtherline stating that it
can be used with eithera TDF/FTC or ABC/3TC backbone As above —this would suggest that ABC/3TC is preferred, it
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is not
Section5.3Which nucleoside reverse transcriptase inhibitor backbone
Section 5.3.2 Rationale

* SPRING-2, SINGLE and FLAMINGO data should contribute to the body of evidence in Section 5.3.2. The efficacy of
DTG/ABC/3TCinHIV-infected, therapy naive subjectsis based onthe analyses of datafrom tworandomized,
international, double-blind, active-controlledtrials, SINGLE (ING114467)and SPRING-2 (ING113086)andthe
international, open-label, active-controlled trial FLAMINGO (ING114915). In SINGLE, 833 patients were treated with
dolutegravir 50 mgonce daily plus fixed-dose abacavir-lamivudine (DTG + ABC/3TC) or fixed-dose efavirenz-tenofovir-
emtricitabine (EFV/TDF/FTC). All the patients in the DTG arm received ABC/3TC as the NRTI backbone. In both SPRING-
2and FLAMINGO, the selection of the NRTI backbone was at the discretion of the investigator: the ABC/3TC backbone
wasusedinapproximately40%and 33% of subjectsinthese studies, respectively. The NdRTI backbonechoicewas

non-randomised. In SINGLE backbone comparison are confounded by the differenée in 3 agent

« Raffi (AIDS 2015;29:167-174) demonstrated no difference in the efficacy outcomes by backbone when DTG was
usedasthe 3rdagent. Inadditionthe Graniersummaryofsummativeresultsbybackbone, usingSPRING-2and
FLAMINGOandpresentedatCROIthisyear,demonstratedthat TDF/FTCwascomparableto ABC/3TCirrespective of
the 3rdagentused (Granier C etal. 22nd Conference on Retroviruses and Opportunistic Infections, 23rd-26th
February, Seattle, WA. 550). NRTI comparison non-randomised

= Inthe analysis for GRADE withinthe body of the textfor section 5.3.2, there was no difference in virological
outcome by backbone at 48 weeks or 96 weeks. ACTG 5202 was excluded as reported 96 weeks only—ACTG 5202
drives the difference

= The datafrom ACTG 5202 has methodological queries, such as early withdrawal, which have made the results
difficult to interpret. This is clearly acknowledged and discussed in the text already

= Insummary, the overall evolving body of evidence does not appear to merit leaving ABC/3TC an “alternative” NRTI
option. We disagree —based on GRADE analysis of critical outcomes

Section 5.4 Which third agent
Section 5.4.3.3 Dolutegravir

= The wording around the SINGLE study design and results does not make clearthatthe DTG arm used the ABC/3TC
backbone. Thisiskeytounderstandingwhythe ‘Whatto start' table recommendsthatbaseline viralloadis notan
issue with use of ABC/3TC in combination with DTG. The DTG/ABC/3TC regimen demonstrated statistical superiority
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over the ‘gold standard’ EFV/TDF/FTC regimen at the primary endpoint (48 weeks) whatever the baseline viral load.
Thisismore robustthanthe results of the post-hoc pooled analysis for RPV (see below) and we feel should be
acknowledged. The bulletlist of studies atthe top of this section already clarified backbones for each study but the
body of the text has been amended to further emphasise this. We have emphasised efficacy atall VL.

= The statement around FLAMINGO and DRV/ris qualified by a statement about the open label design. This ignores
the fact that the study was a fully powered, randomised RCT that demonstrated superiority at a pre-specified
endpoint. Superiorityandtherandomised designare discussed—thelack of difference for other critical outcomesis
the main driver for the conclusion and this has been explained in the text already

Section 5.4.3.6 Rilpivirine
- Itis interesting to note that rilpivirine has been placed in the list of preferred agents. We note that:

o Thereisanacknowledgementthatinthe textof Section5.4.3.6thatinthe three RCTs “there were significant
differencesindrugresistance andvirologicalfailure,bothinfavourof EFV’Butnot<100,0000iewhenthedrugis
used within licence

o Thereis a statement “when analysis is restricted to individuals with a baseline VL less than 100,000 copies/mL there
was a significantly better virological response to RPV compared to EFV” This is wrong and has been corrected, sorry

¥ We would question whether this post-hoc pooled analysis is of high enough quality by GRADE criteria to ensure that
RPV should be deemeda“preferred” agent. StAR also supports efficacy of RPV atlower viralloads— RPV was
superior to EFV at baseline VL <100k

Section 6.1.6 Single tablet regimens
« Minor typo “DOL”. Corrected, thank you

Overall, we would like to congratulate the Writing Committee on animportant contribution tothe management of
HIV inthe UK. The changes to section 4.1 will make a significant contribution to improving the outcomes for PLWHIV.
Unfortunately, the criteria used for placing ABC/3TC in the “alternative” list, compared to placing RPV in the
“preferred” list for example, do not appeared balanced. To date RPV has not been associated with an increased risk
of CVD

Itis possible that prescribers referring to the table in Section 5.1 might not get a representative picture of what
regimens would have the best outcomes for patients. Table has been amended —recommendations are unchanged

Wewould like to thank you again for the opportunity to review and respondto the draft BHIVA guidelines. If you
wouldlikefurtherclarification ofany ofthe above comments, please contactus usingthe details provided with this
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commentary.

19.

Sarah Radcliffe from National
AIDS Trust

Comments from NAT (National AIDS Trust)
A. GENERAL COMMENTS

NAT welcomes the opportunity to comment on the draft new treatment guidelines. BHIVA guidelines play a vital role
in ensuring everyone living with HIV in the UK have access to testing, treatment and care services.

Giventhetechnicalnature oftheguidelinesandthe substantialchangestothe ‘whentostart’ sectionin particular, it
is unfortunate thatthe consultation period is only three weeks—too short for many community stakeholders to
engagefullywiththedraft. Thedraftwason UK-CABwebsite 5weeks pre-deadline andthere hasbeencommunity
engagementfromthe startof the process—we will review the guidelines process but currently the recommended
period for consultation is 4 weeks

NAT welcomesthe commitmentmadetoconsultagainiffurtherupdates are madeinlightofthecomplete START
data. We would recommend that this second consultation be of a longer duration. No significant updates were made
S0 a second consultation was not deemed necessary

As with previous treatment guidelines, the structure of these guidelines is clear and the section headings use
accessible language. Thankyou

Itwould have been helpful if the document highlighted or otherwise indicated all sections which have changed — this
has made itharder forcommunity stakeholders whoare notclinical experts to make aninformed and focussed
response to the consultation. Agree —to discuss prior to next version

The inclusion of the appendices is welcome, in particular the food chart which will be a useful resource for people
living with HIV as well as those providing care. Thank you

B. COMMENTS ON UPDATES TO THE GUIDELINES
4.1.1 — when to start

NAT agrees thatitwasimportantfor the draft guidelines to take into account the available information from the
START study. However, itisimportantthatthe whole guideline isreviewed withaviewtothefulldatafrom START,
oncethese are available. The wording of recommendation 4.1.1 is very clear and strikes a balance between providing
accesstotreatmentthatwill benefitpeopleliving withHIV, and acknowledging thattreatmentcommencementis
ultimatelyapersonal choice theindividualhasto make and committo. Whole guideline wasreviewed post-START
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and will be carefully reviewed again post-consultation
4.3.1 — primary infection

Currently,thewording could be seentoimplythattreatmentcommencementduring primaryinfectionisgoingtobea
cause ofadditional stressto someonerecentlydiagnosed withHIV. Thiswillnotnecessarilybe the case and sothis
shouldbe madeclearinthefinalguidelines. BHIVAguidelines willhave animportantrole in helping clinicians have
openand informed conversations with newly diagnosed people about treatment commencement—so itis worth
revisiting this section when the full START data are available. Commented on below but this has now been
incorporated into the table and text for this section reflecting this comment thank you

4.4.1 — prevention

Therecommendations made here are welcome. However, the orderinwhichtheyare currentlylisted gives the
impression that the clinician’s assessment of risk of transmission takes precedence over the general principle that
everyonewithdiagnosedHIV should be offeredtreatmentiftheywishtotakeitfor prevention. The ordershould be
revised to make this clearer. Thank you —amended accordingly

NAT, July 2015

20. | Alison Sayer from We agree withthe content ofthis consultation. Itis veryimportantthatallaspects ofthe diagnosis, treatmentand
Renaissance at Drugline advocacy are tailored to holistically support the client. All services involved with the client should collaborate with
Lancashire each other to support the client to the utmost.

Ofcoursetheirdomesticsituation, relationships, benefitsand supportnetwork affecttheiradherenceandwellbeing.

Thank you

21. | Clive Blowes from Terrence Terrence Higgins Trust consultation response to BHIVA guidelines for the treatment of HIV-1-positive adults with
Higgins Trust antiretroviral therapy 2015

Terrence Higgins Trust (THT) is the UK’s largest HIV and sexual health charity, with over 30 service centres across
England, Scotland and Wales. THT isamembership and campaigning organisation that works with and advocates on
behalf of people living with or affected by HIV. Itis also a provider of services. A proportion of our work involves
providing information, advice and support to people living with HIV about their care and treatment options. We
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discuss treatment issues with service users through the THT Direct helpline, our health support trainers, in group-work
settings and also by providing information in our publications and our websites. These comments have been collated
inconsultation with THT staff, volunteers and service usersacrossthe countrywho shared withustheirviews and,
where applicable, those of their clients. We consulted service users and other people living with HIV by informing staff
andvolunteersregardingtheguidelinesandbycreatingacommunityforumtopicthreadon THT’s ‘myHIV’website.

Terrence Higgins Trust broadly welcomes these revised guidelines and in particular
= the recommendations for treatment at any CD4 count when the patient is ready

= the recommendation for treatment in early primary HIV and the guidance about the pros and cons of such
treatment

= the recommendation that “Treatment as Prevention’ is offered to all
- the addition of NICE guidance around adherence
 the changes with regards to which ‘third agent’ to use. Thank you

Wewouldliketoexpressourconcernthatthis consultationisgoingaheadbefore the fullresults ofthe START study
have been presented at IAS conference on 19 July. Our knowledge is currently limited to the headlines of this ground
breaking study and thus we are notaware of the fullimplications of the research. We feel thatthis restricts our ability
to respond comprehensively, particularly around when to start treatment. Acknowledged and addressed elsewhere

Despitethis,we have anumberof commentsonsomeaspects oftheguidelineswhichare detailed below, by section.
3.0 Involvement of PLWH in decision-making

Wewelcome the section on patient involvement within the guidelines but note that there appears to be minimal
changeinthissectioncomparedwiththe previousguidelines. Withthe onus nowbeing onthe patientbeingreadyto
commence treatment, we would like to propose that this section be expanded further. From our experience of
workingwithindividuals livingwithHIV, we believe thatitis crucialthatindividuals startingtreatmentfeelincludedin
that decision. Thank you — section 3 reviewed and signposted in when to start section

3.1 Recommendations

THT welcomestherecognition ofthe importantrole thatcommunity-based advocacy and peer supportplaysin
helping patients be more involved in the decision-making process. We suggest that referral to treatment advocacy
services and peer support becomes an auditable output. Itis important to actively encourage people to access peer
supportandthe offer should be repeated, especiallyattimes of stress, suchaswhennewly diagnosed, changing
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treatment, becoming pregnant or ageing. Agree - added
3.2 Rationale

THT fully supports the recommendation thatindividuals are able to starttreatmentwhenthey are ready, after
discussionwithaclinician. However, wewould like more definitionaround what‘beingready’lookslikeandhow
readinesswillbeassessedbytheclinician. Section3hasbeenreviewedandintermsofwhentostartasentence
signposting to section 3 has been added

Wewouldliketo seethis section expandedto state thatthe clinician mustmake surethatallthe keyissues are fully
explained to each person. We feel that basic information about how standard triple therapy regimens are configured,
includinganoverviewofbackbone andthirdagents, shouldbe giventoindividuals. Thisshould beexplainedinthe
contextofthe practicalities of startingtreatment, suchasfoodrequirements, pillburden, employmentsituation, job
role, social life, lifestyle in general and informal support networks. Thank you — paragraph added

These are crucial areas that many of our community forum members report are overlooked, and in some cases have
resultedin difficulties with adherence and anxiety around whetherto start antiretroviral treatment (ART). Food
requirements and pill burden are often areas that some struggle with, which could lead to poor overall adherence or
‘selective adherence’.

Emotional well-being and the assessment of other psychiatric conditions is a key area that could be strengthened with
additionalgood practice points clearly highlighted withinthe body of the text. This clearly tiesinthe section5.0and
therecommendation ‘WerecommendpeoplewithHIVstart ART atany CD4 countoncetheyarereadytocommitto
taking therapy’. Assessment would be part of monitoring guidelines, not ART

Many of our service users report difficulties in relation to their emotional well-being in the context of starting
treatment, and there are examples where undiagnosed depression and anxiety have resulted in poor adherence, self
beliefthatthe decisionto startwasthe wrong one and aquestioning ofthe valuethat ART can bring to their overall
wellbeing.

With some of these difficulties in mind, and recognising the powerimbalance that may exist between doctor and
patient, we would like to recommend thatdisadvantaged groups, including women and black and ethnic minority
groups, aregiventhe optiontoaccessadvocacysupporttoassistwithdecisionsaboutwhentostartHIVtreatment. It
is essential thatthe patientis fullyinformed about the treatment and how it affects them individually. Discussed at
length at community consultation and post-consultation writing group meeting — majority view was that,
particularlynowauditable outcomes areincluded, the section on peer supportin strong enough; anyindividual may
been additional support.
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4.0 When to Start
4.1 Chronic HIV Infection

THT welcomes the decision to amend the current ‘when to start’ recommendation. This has received much support
from our online service users. Thank you

However, we are warythatthere is no direction onthe nadir at which ART should commence from a clinical
perspective. We would not wish the phrase ‘start ART at any CD4 count’ to result in local commissioners/clinicians
makingdecisionsbasedon cost, ratherthan patientwillingnessandchoice. Atany CD4 hasbeenremovedto
emphasises that we strongly recommend ART for all

The comment ‘the absolute risk of deferring ART was small in the study’ could be interpreted by
commissioners/cliniciansthatdelayingtreatmentuntilthe CD4 cellcountisatalevel of 350is stillwithinthe remit of
the recommendation. Acknowledged and amended

Thuswe wonder whether greater clarity of the lower limitwhere treatment should not be further delayed could be
provided. Feedback from our community forum members tends to favour treatment earlier than the current position,
andarecommendationthattreatmentshould commence ata CD4 cellcountofaround 500, ratherthanthe current
level of 350. More detail from the START study may help to clarify this issue further. Discussed at length—the
unanimous view from the community consultation and the writing committee meeting was that, particularly in the
absence of association between CD4 and clinical outcomesin START, CD4thresholds are nolonger useful or
appropriate— ART isrecommended for alland the absolute risk as a given CD4 should form part of individualised
decision making

4.3 Treatment Of Primary HIV Infection

THT welcomes the recommendation for treatment in early primary HIV infection (PHI) and the guidance about the
pros and cons of such treatment.

Our online service has noted an increased awareness from a small cohort of individuals asking for information about
treatment during primary infection yet little consensus or information being available from clinicians. This guidance
will help in this matter.

In particular, the inclusion of the following additional criteria is very much welcomed in the treatment of PHI:

= PHI diagnosed within 12 weeks of a previous negative test

= The pros and cons of early ART initiation with a view to long term therapy should be clearly and sensitively
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presented to any individual diagnosed with PHI.

The change in this recommendation will provide a further opportunity for individuals to make informed decisions
alongwiththeir clinicians, further strengthening theimportance of patentinvolvementin decision abouttheir
treatment and care. Thank you

4.4 Impact of treatment on prevention of onward transmission

THT stronglysupportstherecommendationthattreatmentas preventionisofferedtoall. Thisareaisimportantto
many of our service users, and itis encouraging that NHS England are providing funding for people living with HIV to
commence ART to prevent onward transmission of HIV. Thank you

5.0 What to start
5.3 Which nucleoside reverse transcriptase inhibitor backbone

Inthe 2013 comments to the writing group it was suggested that TDF/ FTC and ABC/ 3TC could be recommended on
an equal footing as there is a common perception that TDF / FTC is the ‘gold standard’ with ABC / 3TC being somewhat
inferior. ABC/3TC is alternative based on differences between the backbones by GRADE analysis and the selected
critical outcomes

Although the evidence suggests that TDF/FTC is superior from a virological failure perspective there appears to be
little mention of the development ofthe chronic kidney disease (CKD) associated with TDF. Presenting at CROI2015,
Mocroftetal (2015) have shownacumulativeincrease inrisk of CKDwith ongoing use of TDF in persons withan
initially normal estimated Glomerular Filtration Rate. Reference included, thank you

THT would like to propose that this evidence is reviewed against the increased risk of myocardial infraction (MI) as a
resultofincluding ABCinthebackboneregimen. Withtheimpactofchannellingthose athighrisk ofboth CKD or Ml
tothe mostappropriate NRTIbackbone we would like to question whether there isan argumentthatboth NRTI
backbone regimens should be placed on an equal footing in these circumstances. ABC/3TC is alternative based on
differences between the backbones by GRADE analysis and the selected critical outcomes

5.4 Which Third Agent
Atazanavir

Whilstitisacknowledgedthatatazanaviriscomparableto EFV,DRV/rand RAL interms of clinical endpoints
(virological suppression, resistance and virological failure) the writing panel also acknowledges that the majority of
treatment discontinuation seen with atazanavir is due to hyperbilirubinemia/jaundice.
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itis questionable whether thisis ‘a well-known, harmless complication’inthe wider context asthere are many
instances where our service users have been concerned about the development of hyperbilirubinemia/jaundice and
the impact this has had on their emotional well-being. Some individuals have reported loss of confidence, and self-
isolation concerns aboutbeing asked aboutchangestotheir skin/eye colouration. We have added a line about
potential distress and stigma — thank you

The recent study by Mocroft et al. (2015) provides an interesting insight into the role atazanavir (and other ARVs) may
playinthe developmentofchronickidneydisease overtime. Althoughtherisk of developing CKD is lowfor people
with normalkidneyfunction, with fewerthan 1% of patientsinthe large cohort studied developingit, the study found
that the relative risk of developing CDK was increased by 320% after 6 years exposure to ATV/r. Reference included,
thank you

Giventhatatazanavir is often discontinued because of hyperbilirubinemia/jaundice, and the possible association with
CKD, THT would like to ask whether the writing committee might consider afurther review of atazanavir as an
effective ‘alternative’ third agent. These were not considered critical outcomes —to be reviewed at next update

Rilpivirine
The inclusion of Rilpivirine (fixed dose combination Eviplera) as a ‘preferred’ third agent is welcomed, particularly in
light the decision to change the efavirenz to a suitable ‘alternative’ treatment option. Thank you

Dolutegravir

Dolutegravirisalsoaverywelcomedadditiontothe ‘preferred’ third agentlisting asit provides individuals with a
greaterdegree offlexibility asitcan be takenwith orwithoutfoodintreatment-naive individuals, withoutintegrase
inhibitorresistance. The practicalities offood requirementandtreatmentoptionsis oftencommenteduponbyour
community forum members as areal concern. Therefore both dolutegravir and raltegravir provide additional choice
for patients where food requirement is an important consideration. Thank you

Efavirenz

THT also welcomes the downgrading of efavirenz to an ‘alternative’ third agent Community representatives have long
been concerned about the suitability of efavirenz as a ‘preferred’ third agent. Out of all the first-line treatment
options, efavirenz hasreceivedthe mostattentionfrom our service users. Many of them have reported concerns
about starting treatment including efavirenz, with several more reporting on-going sleep disturbance and changesin
mood that have not been addressed by the clinical team.

Itis also welcomed that the writing committee has noted that ‘for patients stable on EFV based ART we recommend a
review of tolerability, sleep and mood at all visits’. Our service users often commentthat whilstthey experience
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difficultytoleratingan EFV-basedregimen,theyarereluctanttochange, based onthe perceptionthatothermore
debilitating side effects become apparent with a different drug. Having a regular review with such individuals will be
key in helping to alleviate these perceptions. Thank you

6.0 Supporting Individuals ontherapy
6.1 Adherence

THT welcomes the addition of NICE guidance around adherence. However, it would be helpful to make reference in
this section to the value of community organisations, online and face-to-face peer support in supporting adherence.
Aswithsection3.0, THT wouldliketorecommend, or propose agood practice point, thatindividuals struggling with
adherence are provided with a pathway into community advocacy groups and peer supportto provide further
practical supportwhenstrugglingwithadherence. Thereis someanecdotal evidencetosuggestthatthese more
informalnetworksofsupportmayelicitfurtherinformation aboutthe practicalimplicationsofadherence outsidethe
clinical setting.

Wewould alsoliketoproposethatthe writingcommittee considersthe benefits ofincluding nursing staff/
pharmacists to also support patients to achieve high levels of adherence.

THT believesthatitisimportanttolook at standardising newways and models of ensuring adequate supportatthe
pointofinitiation of ARV. Investment atthis point could resultin agreater likelihood of long term adherence Thank
you—we haveaddedaGPP as peryourcomments and added sometestre nurses/pharmacists. We have notgone
asfarastodescribe specific models due towide variationin clinic size, staffing and patient need but could consider
this for future guidelines.

6.2 Pharmacology

THT recognises that this is a complex area but would like to ask whether the writing committee could provide clearer
informationaboutspecificdrug/druginteractions, including over-the-counteragentsthatreduce the efficacy ofa
particular ART. Dolutegravir and cobicistatare good examples of drugs thatare impacted by over-the-counter
medication . Thisissue may notalways be clearto patients andthese agents (such as multivitamins that contain
minerals)areoftennotincludedinHIVdruginteractions charts. Similarly attention should be paid withregardtothe
use of over-the-counter antacids together with the PPIs, elvitegravir, atazanavir and rilpivirine. We agree and BHIVA
willexplore, with HIVPA< developing a patientinformation leaflet with practical advice for PLWH —details DDI
advice is beyond the scope of the general ART guidelines.

8.0 Special populations

THT applauds the extension of this section and particularly welcomes section 8.7 for ART in women and the additional
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subsections relating to the modification of cardiovascular disease risk factors. Thank you
8.4 HIV-associated neurocognitive impairment

THT recognises that neurocognitive impairment remains a significant problem for some people living with HIV. We
would like to suggest that more guidance about what screening tests and/or questions should be used to best asses
subtle neurocognitive changes and when neuro-psychometric testing should be undertaken. Beyond scope of the
treatment guidelines — for monitoring guidelines to consider.

8.7 Women

THT would like to suggest that more detail or links to Faculty of Sexual and Reproductive Health guidance on
contraceptionand ARVswouldbe helpfulinsection8.7. Weneedabetter understanding of theissues surrounding
contraception as some oral contraceptive medicines work well and some do not. There is the also the question raised
by the Faculty’s statement around Depo Provera and its potential impact onimmunological responses, which may lead
toHIV positive womenwho use Depo being more likelytotransmitHIV. The sectionis very briefand itisacommon
issue. Acknowledged — will be addressed in SRH guidelines

General Comment: For future consultations it would be useful to identify which changes were made to previous
guidelines, using ‘tracked changes’ forexample. Agree butthe documentcan become very difficultto read
throughout the multiple review processes prior to consultation —we will review the process prior to the next
update

Reference:

Mocroft, A., Lundgren, J.,Ross, M., Fux, C.,Reiss, P.,Moranne, O., ... Ryom, L.(2015). Exposure to antiretroviralsand
development of chronic kidney disease. Accessed from http://www.croiconference.org/sessions/exposure-
antiretrovirals-arvs-and-development-chronic-kidney-disease-ckd

Clive Blowes
Research and Information Officer

Terrence HigginsTrust

22. | Elizabeth Foley from BASHH Thank you for the opportunity to review these guidelines for the treatment of HIV- 1 adults.

Our review committee have no comments to make and support these guidelines. Thank you

23. | Silvia Petretti from UK-CAB The UK-CAB is a national network of HIV treatment advocates our membership includes over 700 representatives with
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120 organizations.

The UK-CAB welcomes this opportunity to comment on the BHIVA guidelines for the treatment of HIV-1 positive adults
with antiretroviral therapy 2015 .

Howeverwe are concernedthatthe consultationtime wasreally shortanditimpacted onour abilitytorespond
properly. Acknowledged but was on UK-CAB website for 5 weeks pre-deadline —we can review, with the
community, what time frame would be preferred for next iteration

We are also concerned that the consultation is going ahead before IAS conference where more detailed results from
the START studywillbe presented. Untilthefindings are presented and publishedinapeerreviewedjournal, our
limited knowledge of the full implications of START affects our ability to fully comment on the guidelines.
Acknowledged and addressed elsewhere

Moreover the process of commenting on the changes was incredibly difficult because the parts that had changed were
nothighlighted. The community rep had asked for highlightsto be included atan early meeting, and wastolditwas
notpossible. Howeveritis possibleifyou paysomebodytodoit. The whole processofwritingthe guidelineswouldbe
enhancedbyhavingamedicalwriterandthe UKCAB has alreadyrequestedthis. Acknowledgedand addressed
elsewhere

Section 1 no comments

Section 2ismissing. Willitbe made available atalater date forcomments? Thisis simplyasummaryifthe
recommendations and auditable outcomesthatis added atthe end whenthese have beenfinalised —the
consultation often results in small changes in wording, emphasis and ordering

Section 3
The UKCAB applauds BHIVAforthe section 3.2 ontheinvolvement of people living with HIV in decision making:

Wesuggestthatinthis sectionthereisaclearerdefinition of what ‘being ready’ to starttreatmentmeans. Anew
paragraph has been written —thank you

Withinthe context of preparing peopletotreatmentappropriate questions should be answered. Canadian AIDS
TreatmentInformation Exchange (CATIE) developed a setof questions for patients to assess complementary therapy,
but also equally valid set of questions for any medication :

Whatam I hoping to getout of this therapy?

Do other HIV positive people use it?
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Amlabletotalktoanyofthese other people abouttheirexperiences?

Isthere anyresearch or additional information about this therapy?

What are the side effects, if any?

Whatsortof commitmentdo | have to make to use this treatment?

Where canlgetthis treatment, and willitbe regularly available?

How much of this treatment is too much and what are the early signs of taking too much?

Can this treatment will interact with over the counter medicines, recreational drugs, vitamin and mineral supplements
and herbal remedies'.

How much does it cost?
http://www.catie.ca/en/practical-guides/complementary-therapies/5-doing-your-own-research

The section on patientinvolvement should spell out the process of making an informed decisions.

» People with HIV should be given non judgmental information about treatment

= Treatment is the individual’'s choice, not the healthcare provider’s

= Choice should be over whether or not to take medication

= Choice should then be over which medication to take

» Theindividual is offered time to think through options and discuss with others before making a decision

Weapplaud BHIVAformakingaverystrong case for peer supportand peeradvocacyinrelationto starting, and
adheringtotreatment. We suggestthatreferraltotreatmentadvocacyservicesand peer supportbecomesan
auditable output. Itisimportantto actively encourage people to access peer supportand the offer should be
repeated, especially at times of stress (newly diagnosed, starting treatment, changing treatment, onset of
comorbidities, getting pregnant, end of relationship, retirement, etc. ). Aclear pathway for additional support
signposting re: peer mentoring, mental health and social concerns with follow up at next clinical meeting should be
part of it . Thank you —we have added auditable outcomes

The phrase "Community advocacy and peer support are helpful..." should read "Community advocacy and peer
support including clinic-based peer support are helpful..." to include the various initiatives at a small but hopefully
increasing number of centres. Being clinic-based and therefore 'on call' is hugely helpful to patients and to doctors
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alike. Agree — we have amended accordingly

Thephrase:"Anumberoffactorsmayaffectadherence..." shouldinclude'socialand cultural beliefs'along with the
currentlistoffactorsaffectingadherence, andindeed affecting actual uptake ofthe treatmentoffer. Agree—we have
amended accordingly

Inordertofacilitate people’sinvolvementintheir care, doctors, including GPs should give clear guidance as to
whether there is significant interaction after looking at http://www.hiv-druginteractions.org. Women should be given
clear guidance about contraception and HRT without having to grapple with the significance of percentage changesin
the area under the curve (AUC). See http://www.hiv-
druginteractions.org/data/ExtraPrintableCharts/ExtraPrintableChartID13.pdf Agree - the BASHH SRH guidelines WILL
include a patient information leaflet about contraception options — this is not the remit of the ART guidelines

Thereisaclear needforrolling training or a support network to be formed to help people who finding it difficult to
communicate withall health providersinvolvedintheircare. Aswellaslearningto navigate and understand how
health/social/public services work. We agree and have added auditable outcomes to emphasise the importance of
peer support

Section 4

4.1.2 Thissectionislikelytobenefitfrom significantrewritingwhenresultsfrom START are presented, especiallyif
they are also published inapeerreviewed journal. Giventhe GRADE systemis based on quality ofevidence and START
isand RCT, thefullresults needto be evaluated forinclusioninthe 2015 BHIVA guidelines. Duplicated comment
addressed elsewhere

4.3.1 Here - and throughout - the psychological impact of starting treatment is emphasised as a negative intervention
intermsof stress (andnotreferenced) wheninpractice, fromacommunity perspective, startingtreatmentis oftena
highly positive response to taking control. Thisisin addition to report that coping with a diagnosis is easier after
achieving undetectable viral load that helps hormalise HIV more quickly. PHItable corrected to address this

References:

Parsons V et al. Attitudes, beliefs and acceptability towards early ART amongst men who have sex with men (MSM)
recruitedtoa UK cohortofHIV seroconverters. 21stBHIVA, 21-24 April 2015, Brighton. Poster abstract P33.

The summarytable of pros and cons for primary infection is unhelpful, and some members believed it should be
scrapped. The only difference between pros and cons of starting treatment in primary infection vs. any other situation
isthe preservation ofimmune response from treatmentimmediately after getting HIV and therefore the benefits this

35|Page



http://www.hiv-druginteractions.org/

_ _ BHIVA guidelines for the treatment of HIV-1-infected adults with antiretroviral therapy 2015
British HIV Association Comments received during the public consultation

BHIVA

may bring in the future.
4.4 TasP

Considerchangingthefirstbullettotwo separate points. Therational frothisisthatcome UK doctors are using their
evaluationofcurrentrisk of onwardtransmissiontoimpactthe offer of earliertreatment. (see earlierref: Parsons Vet
al. UK clinicians’ approach to ART in primary HIV infection; comparison with the BHIVA guidelines. 21st BHIVA, 21-24
April 2015, Brighton. Oral abstract 013.) Agreed and amended accordingly

This has an impact in terms of someone's future social response.

4.4.1.1 these are duplicates of earlier comments so have been addressed

- Please delete "indefinitely" from bullet 4. Review

- Please use "serodifferent” consistently though the guidelines - the last bullet here reverts to serodiscordant.

- Perhaps includes a few more positive bullets points about treatment, including that it is relatively easy to modify
treatment if there are side effects etc. Review

4.4.2 these are duplicates of earlier comments so have been addressed
para 4 - these were "gay couples" not MSM Review

para5 - perhaps reword that condoms are recommended "if there is a concern about STIs or pregnancy". If there are
not these concerns then there is no medical reason to use condoms. Review

para5 - reference a study from 2007 for mean time to viral suppression is not good enough. This section should reflect
faster suppression with integrase-based combinations -especially as these are now strongly recommended for firstline
therapy.

Globally, the guidelines should check fro similarly archaic references that are there for historical reasons but that have
been updated by more recent data. This approach to relevant references is important.

Section 5
5.1 these are duplicates of earlier comments so have been addressed

- Overall - the significant changes to preferred first combinations based on better efficacy results with more recently
approved drugs, including integrase inhibitors is welcomed.

- deletereferencesto "the Writing Group™ as qualifications forrecommendations. Everythinginthe guidelinesis "in
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the view of the writing group”. If it is needed for methodological reasons then there is no need to capitalise.

- It perhaps needs to be clearer that ABC//3TC is a preferred backbone when used with dolutegravir. However
resolved in the text and table, It does not seem appropriate for this to be a footnote in the table.

5.3.1 these are duplicates of earlier comments so have been addressed

-asabove,clarifiythat ABC//3TCisapreferredbackbonewhenusedwithdolutegravir. Itisnotthatthe caution
dosen't apply, the data supported actively prescribing these RTIs.

5.3.4 these are duplicates of earlier comments so have been addressed

-Giventhe 12references for the discussion about 3TC vs FTC itis surprising that this section reaches an opposite
conclusion to the analysis from Ford et al in commentary to ATHENA results in CID.

Ref: Ford N et al. Comparative efficacy of lamivudine and emtricitabine: comparing the results of randomised trials
and cohorts. Clin Infect Dis. Advance access 3 November, 2014.,
http://cid.oxfordjournals.org/content/early/2014/11/03/cid.ciu767.full.pdf (PDF)

5.4 these are duplicates of earlier comments so have been addressed

-verysupportive ofthe decisiontodroprecommendationstouse olderdrugsthatare notsupportedbyefficacyand
safety data compared to recently approved options.

5.4.3.7 these are duplicates of earlier comments so have been addressed

Theefavirenzresultsfrom D:A:D (ref31) could perhaps be modified to reflectthe conclusions from the study that
emphasiedthatnon-finding alinkwith suicide shouldnotbeinterpretedasalack of causative effectgiventhisiswell
document - but more accurately, that health workers were appropriately managing this risk in prescription practice -
ie alternative dosing to those at highest risk and effectively switching those who experienced symptoms.

6.0 these are duplicates of earlier comments so have been addressed

6.1.2.1

This seems pretty disconnected from the current recommendations. What about integrase inhibitors etc.
6.1.4

Final sentence should perhaps refer to low cost generics and not to their cost effectiveness if this hasn;t formally been
studies.
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Section 7.0 these are duplicates of earlier comments so have been addressed
7.5.1

- Good to see the reference to importance research. Several compounds in development could potentially be
important for people with MDR HIV - especially with new classes - maturation, gp-120 inhibitors etc.

Section 8.7

UK-CAB applauds BHIVA foraddressing women as a special population. We are relly pleased thatthe lack of gender
specific data and concerns with drug toxicities and adherence have been acknowledged. Thank you

We have held aconsultationin collaboration with Positively UK with agroup of womenliving with HIV who have
confirmed that there are many issues with side effects evenwhen VL is undetectable. Women also have questions
about gynaecological issues, contraception , changes in body shape, menopause and access to information and
supportaroundthose issues; this can have animpact onthe ability to adhere to treatment. Women have also
expressed that they find it difficult to communicate with doctors, especially BME women, who culturally perceived
doctors as people in authority that shouldn’t be challenged. Women have concerns around food and nutrition and
would like food recommendations with ARV’s to be culturally appropriate and include Africanfoods We have
suggested a separate piece of work involving the community, HIVPA and DHIVA

Some women also stressed that social issues such as extreme poverty and destitution, combined with high prevalence
of domestic violence affect their mental health and ability to take HIV treatment, and their confidence to
communicate with the healthcare team. As women living with HIV experience high levels of mental health problems it
is crucial that women’s mental health is regularly checked, not just at diagnosis and appropriate referrals to
professional mental health services and peer support are made . The women living with HIV we consulted with would
liketheguidelinestorecognisetheneedforwomencentred psyco-socialsupport,includingreferraltowomen peer
advocates and access to women only peer groups and treatment advocacy. Thank you —we have added a paragraph
to this section

Appendix - food chart
Great this is included.

Itwould be greattoinclude examples of Africanfoods that can betaken with medications We agree and willbe
addressed in a proposed food information leaflet, thank you

The remainder of these comments are duplicates of earlier comments so have been addressed

-Please could alldrugs be treated similarly - see ATZvs DRV. Itwould be more directto always give approximate
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impact on drug levels rather than rely on general terms like "enhance" without giving data.
- Atripla/efavirenz - concerned that this doesn't specifically reference high fat rather than just food. This is aimportant
information for people taking treatmentto understand. Taking with food has noimpacton PKifthisis low or zerofat
content - and taking meds it something in your stomach helps.
- Includingacommentonthetype offood, includingwhenthis makes nodifference, would be avery helpfuladdition
for all drugs with a food interaction.
- Useof CAPS-ifsomewordsaregoingtobecapitalised-"OR"-itmightbeclearertouse capsforWITHand
WITHOUT as a global comment.
- DRV - perhaps emphasise that food is required even with the boosting effect of RTV - also for ATZ.
- Eviplera - that caution about taking without food could be stronger - ie "will" instead of "'may". Also for Eviplera, |
thought Gilead reported lower calorie count was needed for the FDC compared to when rilpivirine is taken as a single
drug. Is this because food increases TDF levels?
- Eviplera and rilpivirine should have similar text, if the food effect described is based on rilpivirine, unless the lower
calorie requirement is being referenced..
- Atripla and tenofovir should have the same text when referring to TDF.
- Atripla and efavirenz should have the same text when referring to efavirenz
Appendix - renaldosing
- Great this isincluded.
- Comment on format - black writing on red background is unreadable on visually (access issue) and practically (on
greyscale printouts. Please either reverse out text or use a different graphic solution.

24. | Allan Anderson from Positively UK is the leading providing of peer support for people living with HIV, providing support around every aspect

Positively UK oflivingwith HIV, emotional well-being and practical supportto over 1,000 people everyyear. We provide specialist

support to women, gay men, heterosexual men, young people, the African community and young people transitioning
care.
Independent evaluation of our peer support services found that peer support can improve well-being and support
understanding and adherence to medications http://positivelyuk.org/improving-well-being/
3.0 Involvement of People Living with HIV in decision-making
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Asapeer-ledandpeersupportorganisation, Positively UK welcomesthe involvementof peoplelivingwithHIVin
decision making. In Section 3.1 there are two recommendations — involvement in decision making and involvement of
community resources such as peer support. However 3.1.1 then makes an auditable outcome for only the first point —
involvementin decision making. We urge BHIVA to include an auditable outcome regarding access to information and
peer support. Positively UK makes reference to the need for such auditable standards in our Positive Change report
http://positivelyuk.org/positive-change/ Auditable outcomes added, thank you

This measure could be framed within the development of Patient Reported Outcome Measurements building upon
work undertaken on this to date by BHIVA and Public Health England. review

4.0 When To Start

Wewelcometheinnewguidelinestheincorporation oftheresults ofthe START studyandtherecommendationto
commencetreatmentatanearlierstage, particularlytherecognitionthatthisis ‘when[people] arereadytocommit
to taking therapy’. Thank you

However as with other colleagues in the sector we are disappointed that the deadline for responses to consultations is
theweek priortolAS andthe launch ofthe detailsresults from the START study. Withoutaccesstothe fullfindings of
the START study we are unable to provide informed comments on this or any issues that may be noted in the findings.
Acknowledged and addressedelsewhere

4.4 Impact of Treatment on Prevention of Onward Transmission

We welcome the new guidelines addressing the Impact of TaSP and notably the involvement of people living with HIV
in making this decision. We strongly endorse the auditable measures which address concerns around coercion and
ensuringthereisinformed consent; while recognising choice and the importance for peoplein sero-discordant
relationships. Thank you

Howeverwe alsoraise concerns thatalthough TaSP is now recognised Positively UK continues to receive feedback and
directlycomeintocontactwithclinicalstaffinHIV clinics, whoarenotmakingpeople aware ofthis,andinsome cases
actingasabarrierto people starting treatmentevenwhen requesting this for prevention purposes. While some of
theseissuesmayberesolvedwiththerecommendationtostarttreatmentearlier, werecommendthatthe auditable
measure record that ALL patients have had discussion regarding TaSP. The recommendation has been strengthened
tostate ALL - NHSE have notapproved TasP (this points has been added to the first paragraph) so any patient
denied TasP should complain

6.0 Supporting individuals on therapy

In terms of 6.1 Adherence the guidelines rightly note that there are a range of barriers to people adhering to
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treatments. Thereis also the auditable outcome of the offer of ‘treatment support’. Werecommendthatthereisa
definition of what represents ‘adherence support’ and this includes referral to community and peer support which, as
noted earlier Added, thank you

Werecommendthatadefinition of ‘readytocommit’isidentified and fullyshared across healthand socialcare
providers. The section on patient involvement should spell out the process of making an informed decisions. See
section 3

Positively UK welcome the identification of the needs of women as a specific population. Positively UK held a
consultation in collaboration with UKCAB with a group of women living with HIV to inform our response to the
treatment guidelines. Participants confirmed there were many issues with regards to side effects even when viral load
is undetectable. Women also have questions about gynaecological issues, contraception, impact on body shape,
menopause and accesstoinformationand supportaroundthose issues; this can have animpactonthe ability to
adheretotreatment. Womenhave also expressedthattheyfind it difficultto communicate with doctors, especially
womenfrom black and minority ethniccommunities, who culturally perceive doctors as peoplein authorityand an
authority thatshould notbe challenged. The women living with HIV we consulted with would like the guidelines to
recognise the need for women centred psyco-social support, including referral to women peer advocates and access
towomenonlypeergroupsandtreatmentadvocacy. Thank you—thiscommenthas beenduplicated elsewhere so
has been addressed

25.

Roy Trevelion

The BHIVA antiretroviral (ART) guidelines 2015 —HIV and hepatitis C (HCV) coinfection We supportthese comments
about HCV treatment and will pass on to the hepatitis writing committee

The rationale from Page 74 of the draft for consultation is:

. HIV has an impact on HCV infection.

. Individuals with HCV coinfection have higher HCV viral loads.

. The thickening and scarring of liver tissue — fibrosis — progresses faster.

. There isincreased risk of cirrhosis compared to people with HCV alone. Cirrhosis is a chronic disease of the liver
marked by degeneration of cells, inflammation and fibrous thickening of tissue.

. End-stage liver disease, liver cancer and liver-related death occur more frequently, at an earlier age and within a
shorter time period, with risks of cancer and death increasing as the CD4 count declines.

. The efficacy of pegylated interferon (PEG-IFN) lessens as the CD4 count declines, but PEG-IFN-free regimens
seem not to be affected by HIV markers.
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. Andalthough ART slowsthe progression of liver diseaseitis still likelyto be fasterthanin HCV monoinfection.

The guidelines make recommendations for starting ART at CD4 counts above 500. They say that Individuals witha CD4
count greater than 500 who defer HCV treatment should be given the option to commence ART.

But are individuals being given the option to commence or defer HCV therapy? The guidelines say that the new direct
acting antivirals (DAAs) are notbeing considered as an alternative optionto PEG-IFN. This is despite DAAs being highly
effective in curing HCV infection with fewer difficult-to-manage side effects.

Researchers at UK CHIC have applied treatment-as-prevention to seeif itwould halt the HCV epidemic in HIV-positive
gay men. Their projected figures for the next ten years show a decline in HCV infection:

Atthemoment, around 8% ofgaymenlivingwithHIVinthe UKalsohave HCV.Withouttreatmentasprevention,
double this number would have HCV in ten years’ time.

Butif80% ofmenweretreatedwithinayearofacquiringHCV. And 20% of menwho’ve had HCVforlongerwenton
treatment, researchers say that fewer than 3% of HIV-positive gay men would have HCV by 2025.

Notonlywould earlytreatmentstoptheriseinHCV coinfection, butitwould also preventindividuals from becoming
seriouslyillbeforetherapyis started. Itisunacceptable thattreatmentis noton offer untilthe patienthas seriousliver
damage which might well progress to organ failure and death.

The Health and Social Care Act called for more competition in the NHS. Are individual pharma companies unwilling to
share their successes with others? How many individuals will die because of lack of access to treatment?

I've attached a pdf of the UK CHIC slide:

Treatment as prevention in HIV/HCV (from N Matrtin et al 2015 submitted)
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26. | Robin Jakob, Treatment Advocate | General.

and Information Officer, HIV i-
Base

The process of commenting would have been easier if, as has been done in the past, changes and new sections had
been highlighted.

The drawn out process of updating these guidelines is a concern. This update should have come in 2014. BHIVA could
employ a medical writer to assist in the work.

Section 3.

Thedecisiontoinclude asection onthe involvement of people living with HIV in decision-making should be
applauded. It would benefit from a clearer description of what patient involvement and informed decision-making
wouldlooklike. This couldtaketheform ofachecklistorlistofrecommendationsthathelpensure keychoicesare
made collaboratively.

Section 4.

Within this section the psychological impact of starting treatment is described negatively. This of course may
sometimes be the case but people often described the process of starting treatment as helpful within coming to terms
with their diagnosis and ‘taking control’ of their HIV. This is not acknowledged in this draft
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Section 5.
The changes to this section are generally welcome, particularly the inclusion of dolutegravir as a preferred third agent.
The dropping of older meds inc. d4T is also very welcome. The downgrading of EFV to alternative agent is warranted.
Itshould be notedthat EFV willcome of patentsoon and its status as alternative rather than preferred should notbe
price dependent when itinevitably becomes very cost-effective. Perhaps a statement to this effect could be included
in this section.
Section 8.
BHIVA should be applauded forincluding women as a special population. While statistically a small group BHIVA could
alsoinclude trans* people. Trans* people have unique social and often medical challenges, even before they become
HIV positive. A variety of treatment issues are important to highlight. This includes potential drug interactions
between hormone therapy and ARVSs. Linkage to and retention in care is particularly important for this group. Relevant
services like CliniQ at 56 Dean Street in London could be highlighted.
Thank you for your comments
27. | Dr. Eilish McCann, Senior HTA & Dear BHIVA,

EBM Manager . I .
MSD welcomes the opportunity to consult on the draft BHIVA guidelines for the treatment of HIV-1 positive adults

Dr.BrynJones, Medical Advisor with antiretroviral therapy (2015).

From MSD supportsthe development of evidence-based guidelines and consequently welcomes the inclusion ofthe START
studyfindings within the guideline; itis hoped that the full data will be incorporated inthe guideline when available.
Please see below for detailed comments by section. Thank you
Kind regards,
Dr.EilishMcCann, SeniorHTA&EBMManager
Dr. Bryn Jones, Medical Advisor

Secti
on

Page | Guideline text

MSD comment

13

7 Atapopulationlevel, ARTislikelytobeimportantin | This statement needs to be supported with references to reflect the existing body of
reducing the incidence of HIV infection. evidence (and ongoing trials suchas HPTN 071 - PopART) e.g. Vandormael et al.
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demonstrated within a population in KwaZulu-Natal that iantiretroviral coverage was
significantly associated with reduced transmission of HIV .
HPTN 071 hasnotpresentedanyresults socannotbeincluded. The population
impact of ART is very dependent on the nature of the HIV epidemicin a given
region anditis likely that TasP has greaterimpact on a population level where
epidemicsare characterised by predominantly heterosexualtransmissionfrom
chronicallyinfectedindividuals—theimpactmaybelesswhere mosttransmission
isdrivenbyundiagnosed HIV (asin UKMSM). Inthe absence of good evidence
that TasP has a population impact in the UK we will not reference this point at
present.

1.4 8 The BHIVA Writing Group recognises that cost of The guideline could acknowledge that in addition to drug acquisition costs there are
drugsisanimportantissueinthechoice of ART other costs/resources that should be considered i.e. multidisciplinary team
regimens. meetings, additionaltests required when switching, managementofdrug-drug

interactions/comorbidities etc.
Thank you — we have added a line to this effect

1.4 8 The Writing Group recognises and supports that Itisnotclearhowthe Writing Groupdefines equivalenceinoutcomesi.e.the
commissioningarrangements andlocal drug costs measures used or thresholds used to define equivalence.
will and should influence ART choice where Theterm equivalenthasbeenreplaced—thiswas confusing, thank youfor
outcomes, acrossarange of clinicalmeasures, are hiahliahtin
equivalent between individual drugs in the ghiighting
treatment of definedpopulations.

14 8 Typically however, improvements in treatments are | Theguidelineacknowledgesthatincremental cost-effectivenessratios (ICERs)are
deemed to be cost-effective if the cost of an notcommonly utilisedinHIV decision-making (incomparisonwith otherareas of
additional QALY is <£20-30,000. the healtheconomy);itmaytherefore be appropriate toremovethis statementor

to accompany the statement with a brief explanation of an ICER to aid
comprehension.

Wehaveremovedthesentenceon QALY andafterdiscussiondonotfeelany
additional discussion on ICER is warranted at this stage

3.2 10 HIV-positive individuals should also be screened for Itwould be helpfulfor the guideline to state here what services should be available
anxiety and for cognitive impairment. for patients that are identified to have anxiety and cognitive impairment; screening

alone may not be helpful without appropriate follow-up. Similar comment to
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paragraph regarding alcohol.
Beyond scope of ART guidelines — please refer to BHIVA standards and BHIVA
monitoring guidelines
4.0 14 N/A Itwould be helpful for this section to contain ‘signposting’ to state thatinformation
on‘whento start’ within special populationsisincluded laterinthe document. This
has been added
411 | 14 N/A MSD suggests that this section could be supported by an ‘auditable measure’ similar
to following sections in order to drive best practice.
One has been added
4.1.2 | 15 The absolute risk of deferring therapy may be one This statement would benefit from being supported with appropriate references as
that an HIV-positive individual is, reasonably, the evidence base is not clear.
prepared to accept in the short term. This has been removed
431 | 16 ART should be started only when the individual feels | MSD fully recognises the importance of patient choice in commencing therapy but
ready to doso. suggeststhatguidelinesalsoneedtobefullyevidence-based. Wefeelthatthe
findings of the recent START study should be reflected in this statement.
Removed from recommendation — importance of readiness and individualised
decision making remains in text
43.1.| 17 The proportion of patients presenting with PHI In addition to discussing the ‘pros’ and ‘cons’ of starting ART the auditable measure
1 wherethe prosand cons of starting ART are could also record the proportion of patients who initiated ART (or who did not
discussed atdiagnosis. initiate ART) following this discussion.
Added — thank you
431 | 17 Ambivalence to ART at a time of emotional Our interpretation of this table is that although these ‘cons’ may reflect the
(tabl challenges canrisk poor adherence and the experienceandperceptionofsome patients, equallyaproportion of patientswho
e) development of drug resistance. are newly-diagnosed with HIV may be comforted and supported by the knowledge

Individuals withrecently diagnosed PHImaybeina
particularly vulnerable psychological state, and thus
ill-prepared to commit to starting long-term

thattheyhaveinitiated ART andare activelymanagingtheircondition. Wewould
suggest that this section needs to reference available data on patient perception of
treatment, or the proportion of patients who have this perception etc.

Incorporated these sentiments into the redraft of the PHI section to express that
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treatment. whilst ART initiation may confer added stress to some individual’s initiation of
immediate ART withthe knowledge of personalclinical benefitinlightof START
trial resultsand HPTNO52 may also be comforting. (alsoin response to similar
comments elsewhere).

4.4 20 N/A MSD believes that it would be beneficial for this section to also refer to the START
study (in the context of earlier treatment impacting on transmission).

Thankyou-benefitof ART’ hasbeenadded as apointfordiscussionwhen
discussing TasP

532 |24 ABC-3TC is an acceptable alternative option in MSD suggeststhatinpatients with highviralload (>100,000 copies perml),
individualswithabaselineVL<100000copies/mL | raltegravir may be considered as an alternative third agent in patients starting
(otherthanin combination with DTG when ABC-3TC | ABC/3TC.

can be initiated regardless of baseline viral load), but
mustonly be used afterensuring HLAOB*57:01is
negative.

This was discussed and we do not believe that SPRING-2 supports this. Other data
on ABC/3TC/RAL arelimited

This positionis based onthe SPRING-2 96-week data reported by Raffi etal., who
statedthat“Subgroupanalysesofvirologicalnon-responders (snapshot)that
combinebaselineviralload strataand backbone NRTI ,“however, showed similar
numbers of virological nonresponders between groups.”

In addition, the IAS 2014 guidelines state that raltegravir combined with
abacavir/lamivudine may be used in patients with a viral load >100,000 copies: “No
evidence thatabacavir/lamivudine performs less well at HIV-1 RNA levels >100 000

copies/mL when taken with raltegraviw."

As above

5.4.3.| 27 Similarly, there was a higher risk of developing The riskofd_eveloPinq_resistance_atvirologicalfailureis notdescribed ba/Lennoxe_t
1 resistance atvirologicalfailure onRAL compared al.inthemainpublica |ondescr|b|ngtheresultsofACTGSZ? .Whatisdescribedis
with ATV/rin ACTG5257 (OR 2.04 [95% CI 0.91-4.57; | the proportionof patientsdevelopingresistanceinrelationtothe overallnumber of
p=0.08] at 96 weeks). patients in each study group. Thank you — we have reviewed the data and
disagree. The datacomefromtable 2in Lennox 2014 and Lennox 2014 (p468)
states: “Overall, virologic failure with resistance occurred in 3.0% of study
participants randomly assigned toraltegravir (2 of whom developed intermediate-
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levelresistance to dolutegravir) andin 1.5% or fewer of those in either boosted PI
group.” These percentagesrelate to % of total study groups and these are the data
thatgenerated the OR quoted. We have therefore left this statementunchanged

Toquote the oddsratio of resistance between the treatmentgroupsis potentially
confusing when numerically virological failure was observed least frequently in the
raltegravir group (n=85for raltegravir, n=95for Atz/r,n=115for Drv/r). The study
authorsstatedthat“Antiretroviralresistance atthetime of virologic failure wasrare
but more frequent with raltegravir.” As above, we do not think people reading the
guidelines will find an OR confusing but for clarity we have added the % failing
with resistance in the RAL sub-section.

MSD therefore suggests that the number of patients failing and the proportion
failingwithresistance (3.0%raltegravir, 1.5% Atz/r,0.67% Drv/r)would provide a
better summary of these results. MSD also notes thatit could be misleading to
present an odds ratio which does not appear in the original publication. Consistent
with guidelines methodology we use OR throughout that may not be quoted in
theoriginal papers, thisdoesnotmakesthose ORinvalidandwould suggestMSD
contactthe BHIVAguidelines subcommittee iftheythink this should be reviewed.
We have received no other comments questioning the use of independently
generated OR for this nor the previous version of the guidelines since utilising
GRADE methods and Forest plots. Consistent with MSD’s request we have added
the % failures to the RAL sub-section.

5.4.3.] 27 ...themajorityofdiscontinuationsfrom ATV/rwere | MSDacknowledgesthatjaundiceisawell-knowncomplication,butdoesnotagree
1 for hyperbilirubinaemia /jaundice, a well-known and | thatitis harmlsss; itcanimpact patients and yield higher discontinuationrates (as
harmless complication. in ACTG5257).

This was not considered a critical outcome by the Writing group and will be
reviewed againatthe nextguideline update —we have rephrasedthe discussion,
removed the word harmless and emphasises the potential distress and stigma and
visible side effect can cause

Inaddition, asignificantnumber of patientsin ACTG5257 discontinued withinthe
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Atz/rgroup duetogastrointestinaltoxicity (N.B. itisnotknownwhetherthese
discontinuations were patient or clinician-driven).

Numbers small and this difference was not considered clinically significant

5.4.3.

28

ForthecomparisonbetweenDRV/randRAL inthe
three-arm ACTG5257 study [20], overall virological
response was significantly higherfor DRV/r(OR 1.83
[95%Cl1.16-2.89]at96 weeksinfavourof DRV/r;
p=0.009).

Lennoxetal. statedthat “The cumulative probability of virologicfailure by 96 weeks
was 12.6% in the ritonavir-boosted atazanavir group, 9.0% in the raltegravir group,
and 14.9% in the ritonavir-boosted darunavir group.” The confidence interval for the
differeivnce invirological failure between Drv/rand raltegravir was 5.6% (1.3%to
9.9%). Lennox etalused 97.5% Cl, notthe 95% CI we utilise for analysis of the
data, hencethedifference. We have keptouroriginalfiguresbased onguidelins
methodology

MSD suggests that the odds ratio of 1.83 quoted in the draft guideline may be
confusingand does notclearlyreflectthe publishedresults fromthe ACTG5257
study. The ORis calculated from the published results therefore doesreflectthe
published results but favoured RAL, not DRV/r which we have corrected. The OR is
derived from Lennox 2014, Figure 3 (ITT analysis) and the adjacenttext: “The
proportion of participants with an HIV-1 RNA level of 50 copies/mL or less at 96
weeks by ITT analysis (regardless of treatment status) was 88.3% for ritonavir-
boosted atazanavir, 93.9% for raltegravir, and 89.4% for ritonavir-boosted
darunavir (Figure 3, top).” The number of participants contributing data at 96
weeks (fromfigure 3) are: 515, 526 and 518. So numbers of patients with copies
<50/mLat96weeksare: 455/515,494/526 and 463/518. We have added the % at
MSD’s request but kept the OR as is.

5.4.3.

28

Overallvirologicalfailure rates at48 and 96 weeks
were not significantly different; although there was a
significantly lower rate of treatment success on RAL
atweek 96inthose withabaselineviralload greater
than 100,000 copies/mL (OR 2.10 for virological
successfavouringDTG; 95%CI11.17-3.75; p=0.01),
SPRING-2wasnotpowered forthis comparison.

Although this statement is caveated MSD suggests that the current draft guideline
places too much emphasis on the results of a subgroup analysis (viral load strata) at
a secondary analysis time point. Wording amended
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543.] 29 RALwas comparedto ATV/r,DRV/randDTGIn Typo - STARTMRCK should read STARTMRK.
5 studies outlinedin5.4.3.1,5.4.3.2and 5.4.3.3, Thank vou - corrected
respectively. RALwasnon-inferiortoEFVIn y
STARTMRCK.....
5.4.3.] 29 Pooledanalyses by theinvestigators ofthetwoRCTs | The statement that virological response was significantly better in the rilpivirine
6 showedthe risk of virological failure with RPV was group compared with the efavirenz group in patientsvwith aviralload of <100,000
highestinparticipantswithabaselineVL>100000 | copies per mlis not clearly supported by Nelson et al.
copies/mL [17]and whenanalysisisrestrictedto Adree. corrected
individuals with a baseline VL less than 100,000 gree,
copies/mL there was a significantly better virological
response to RPV compared with EFV. The authors stated that “virologic response at week 96 was also analysed across 3
baseline HIV-1RNAstrata; resultsindicated that RPV+FTC/TDF was non-inferior to
EFV+FTC/TDFinthosewithbaseline HIV-1RNA<100,000 copies/mL (83% RPVvs
80% EFV;95%Cl, -3.9t09.1).” This confidence interval would not generally support
a statement of significance if a statistical test were performed.
Agree, correctedandandaddedareference withananalysis specifictothe <100k
population
6.1.3 | 36 For ART regimens, a meta-analysis of once-vs. twice- | Furtherevidence should be considered withinthis section, specificallyrelatingto

daily ART regimens foundthatin the subgroup of
treatment-naive trials, once-daily ART was
associated with a significantly improved adherence
and virological outcome[36].

Therefore, once-daily dosing is a reasonable
intervention to reduce unintentional non-adherence
to ART.

dosingandantiretrovirals. ACTG5257 wasalarge ranigomised controlledtrialthat
compared treatmentregimensin an open-labelfashion . Withinthe study dosing
requirements differed by group i.e. BD in the raltegravir group vs. OD in the boosted
protease inhibitor groups. Therefore these results could be considered here.
Revised

Thestudyconcludedthatthe grouptakingraltegravir (asthirdagent) was
equivalent to Drv/r and Atz/r in terms of virological efficacy. Raltegravir was
equivalentto Drv/r and superior to Atz/r in terms of tolerability failure.
Furthermore, in the combined pre-planned endpoint raltegravir was superior to
both Pls and Drv/r was superior to Atz/r.

Further studies, specified below in relation to section 6.1.4, should also be
considered. Revised

50|Page




BHIVA guidelines for the treatment of HIV-1-infected adults with antiretroviral therapy 2015

British HIV Association Comments received during the public consultation
6.1.4 | 37 Insummary FDCs supportadherence to treatment, This statementcould be rewordedto “FDCs supportadherencetotreatmentbut
and this may well reduce the risk of virological theirimpactonvirologicalfailureis yetto be fully demonstrated” Review asitis not
failure. However, the size of this effectis yet to be clearwhich evidence supportsthe currentwording. Inarecent meta-analysis of
defined. randomised controlled trials Nachega et al. reported that “...average adherence was

modestly higher in once-daily regimens than twice-daily regimens (weighted mean
difference [WMD]=2.51%; 95% confidenceinterval[CI]1.20t03.83;p=0.0002).

Patients on once-daily regimens did not achieve virologic suppression more

frequentlythan patlentsontW|ce dailyregimens (relative risk[RR]=1.01;95%ClI
0.98 to 1.03; p=0.57). * Revised

MSD suggests that these figures be quoted to help quantify the impact of dosing on
adherence and outcomes.

6.1.6 | 39 Potentialadvantagesofusing STRareimproved AndrewHillrecentlypresentedameta-analysis of randomised controlledtrials at
adherence, reduced selective adherence, patient the 2015 BHIVA conference
preference andimprovementinquality of life[5,6]. | (http://www.bhiva.org/documents/Conferences/2015Brighton/Presentations/1504

Randomised studies demonstrating these 22/AndrewHill.pdf). Within his presentation he stated that “In STRATEGY-PI and
advantages are scarce and among cohorts and A12663 trials, [there is] no difference in Quality of Life (SF-36 score) between STR
observation studies results are varied. andcontroltreatment.” Thankyou, we have referencedthisanalysisandadded a
line re negative QoL findings
6.2.4.| 44 Although formal pharmacokinetic data are not Itappearsthatthereisatypographicalerrorinthis sentenceasthe meaningisnot
2 available, switching EFV to RAL should notleadto clear.

clinically significant consequences, as co-
administration of

EFV with RAL led switch but the degree of this
reduction is unlikely to be clinically meaningful [24].

Thank you — corrected to complete sentence

6.3.2.| 47 With the exception of asmall, single arm TDF/FTC + Inadditiontohighlightingthe smallsize ofthis switch study, the guideline should
2 RAL to Stribild switch study (50 subjects all of whom | also highlightthatthere are no switch studiesto supportaswitchwithinclassto
maintained virological suppression with minimal | dolutegravir.

impactonrenal and lipid markers) [6]there are no

. . Ny . . We have already stated thatthere are no other within class integrase switch
integrase inhibitor within class switch studies. y 9

studies and feel this is sufficient

6.3.2.| 47 One RCT assessed switching from Pl to ELV/c in | Itshould be noted thatthe study examining switch from Plto elvitegravir/cobicistat
people with viral suppression, finding suppression is | excluded patients with a history of resistance totenofovir/emtricitabine and those
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2 maintained and regimen is well tolerated [28]. with a history of virological failure.
Thank you - added
8.21 |73 StartART before HCVtreatmentcommenced (1C); Itis not clear whether this recommendation can be supported in light of the START
(tabl acceptable to deferif CD4 >500. Discuss with HIV study findings.
e) and viral hepatitis specialist. Thiswasdiscussedagain—itcontinuetobe consideredacceptable bythe writing
committeetodefer ARTifHCVtreatmentis plannedinindividuals with CD4 >500
8.23.| 74 We recommend HCV be considered an additional Again,itisnotclearwhetherthisrecommendation canbe supportedinlightofthe
1 factor supporting ART inindividuals with CD4 >500 START studyfindings.
who are uncertain aboutcommencing ART (2C). Discussed—the ART benefitsintermsofHCVrelatedfibrosisareanadditional
reasons to start ART
8.6.2.| 88 Forthe purposes ofthese guidelines, individuals Is ‘diabetes mellitus type 1’ supposed to read ‘diabetes mellitus type 2'?
2 with an elevated CVD risk are those with established No. diabetes mellitus tvoe 1 is correct
atheroscleroticCVD;diabetesmellitustype 1 over ’ yp
the age of 40 years...
8.6.5.] 90-93 | N/A Thereissomeinconsistencyinthe waythatlipid outcomesarereported between
2 trials.Insomeinstancesthelipidlevelsarereportedandinothersonlyonegroupis
reported, accompanied by a comment stating ‘higher’. This may reflect the
availability of published data howeveritwould be helpfulto state which groupwas
‘higher’ in order to aid interpretation.
Thank you — the table has been amended accordingly
8.7.3.] 99 N/A This section appears to be lacking datafrom ACTG5257. The published data state
2 that“Some evidence of differential treatment effectsfortolerability by screening
HIV-1 RNA level was apparent for ritonavir-boosted atazanavir versus raltegravir
(p<0.036) and by sex for ritonavir-boosted darunavir versus raltegravir (p<0.047). A
greater tolerability benefit of raltegravir compared with ritonavir-boosted
atazanavir was observed among participants with abaseline HIV-1 RNA level less
than 100000 copies/mL;similarly, agreatertolerability benefitof raltegravirover
ritonavir-boosted darunavir was observedivin women. No other differential
treatmenteffectswereapparent(p<0.128).” Reviewed: the studywasnot
poweredtodetectgenderdifferencesandthereforethisis apost-hocsub-
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analysis. Moreover, it comes to no different conclusion than the overall result
(thatis, RAL better tolerated than DRV/r) - which we refer to in the ‘what to start’
section

ACTG5257 also has added importance as the proportion of women included within
thestudywashigherthaninmanyotherprevious studies (n=424 or 24% ofthosein
the study). We agree that 24% women in a study is better than many other clinical
trials but don’t think this warrants amphasis

'Vandormael A, Newell ML, Barnighausen T, Tanser F. Use of antiretroviral therapy in households and risk of HIV acquisition in rural KwaZulu-Natal, South Africa, 2004-12: a
prospective cohort study. Lancet Glob Health. 2014; 2(4): e209-15.
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