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Key areas

. Cure update

. New pipeline drugs

. ART strategies: monotherapy
. PrEP case

. “brain ageing” — COBRA
. HCV — DAA update

. CROI talks are all webcast
. BHIVA feedback is webcast
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Beatriz Mothe et al

. Roll-over study from dual vaccine
. n=24, ART within 3 mo of infection
. 15/24 boost vaccine + 3 x romidepsin

infusions (HDACIi — some side effects).
. Stop ART after the last vaccine
. 5/13 have controlled low-level viraema
. 38% defined as repsonse (up to 6 mo)
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Cure update?

Therapeutic vaccination: BCN0O2 — 35% response

13 participants have interrupted cART to date.

8/13 5/13

weeks OFF cART
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New drugs

o bictegravir — integrase inhibitor Ph2
. doravirine — NNRTI Ph3
. nanoformulations: efavirenz, LPV/r

. Others — integrase, NRTI, mAbs etc
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Bictegravir 50 mg vs dolutegravir
Similar viral load results

I BIC + FTC/TAF [ DTG + FTC/TAF

% Treatment Difference

97 Week 24 97 Week 48 (95% Cl)
100 - 94 Favors Favors
DTG + FTC/TAF BIC + FTC/TAF .
X 80 i i
A : % :
c 60 Wk24 | .85 1 14.2
pe i |
a 40 ! 6.4 !
| -6 . | 18.8
20 Wk 48 : :
0 12% 0 12%
Virologic Virologic No Virologic Virologic No
Success Failure Data Success Failure Data

_ 63 31 2 2 0 o 63 30 1 2 1 No resistance to studY medications was detected in
n either arm

2 2 0 0 i1 2 1
65 33 65 33 65 33 65 33 65 33 65 33
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Bictegravir vs dolutegravir
similar side effects etc — small pill FDC

Adverse Events G2-4 Lab events
o BRI DTG + FTC/TAF BIC+ FTC/TAF DTG + FTC/TAF
All Grades, 25% in either group n=65 n=33 . h n=64* n=32*
> : : = =
Diarrhea 12% 12% 25% in either group
Nausea 8% 12% Creatine kinase (CK) 13% 9%
Headache 8% 3% AST 9% 3%
. . . 0 0
Upper respiratory tract infection 8% 0% Hyperglycemia 8% 13%
Fatigue 6% 6%
Arthralgia 6% 6% ALT 6% 0%
Chlamydial infection 6% 3% LDL 6% 9%
Back pain 6% 0% Amylase 5% 6%
Furuncle 5% 6%
1 (o) 0,
Flatulence 2% 6% WEMEMTIAE S e
Gastroenteritis 2% 6% Glycosuria 2% 6%
Costochondritis 0% 6% . ] ) )
Hemorrhoids 0% 6% The numl?er of patients randomized and dqsed with at least 1
— . cy post-baseline laboratory assessment, excluding assessments not
Pruritis 0% 6% specified for all patients at any given visit.
e 1 patientin the BIC + FTC/TAF group with a past history of urticaria Brch BV ASGgacon
and atopic dermatitis discontinued study drug after Week 24 due to BHIVA
urticaria
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Bictegravir PK

BIC Pharmacokinetic Profile HIV-infected Subjects
Phase 2: BIC 75 mg + F/TAF 200/25 mg
Heather Zhan

200007

BIC PK Parameters
N=23

AUC, h-ng/mL Cooaxe NE/ML C, ng/mL

1000 BIC 75 mg 140,000 (27) 9340 (27) 3510 (37)

*Data presented as mean (%CV).

Mean BIC Concentration, ng/mL (SD)

...................................................................................

100 T T T
0 6 12 18 2|4C95

British HIV Association
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Doravirine vs darunavir
Less Gl side effects and lipids, coformulation

DOR is non-inferior to DRV+r at Week 48

100
50 83 86 84
‘6‘ 20 76
R
in 0 21 81 20
E 60 71 Difference (95% Cl):
0 - 42 3.9% (-1.6%, 9.4%)
5
E 40
o
“6 30 22 3R
R
20
10 DOR DRWA+r
15
0
0 d B 12 16 20 24 28 32 36 40 44 48
T FDA Snapshot Approach Treatment Week
DRIVE
FORVEARD
CROI 2017, Abstract 4508,  Copyright 8 2017 Mesck & Co, Inc. All Rights Reserved
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Doravirine vs darunavir
Sub group analysis

1. Maolina (K. Sguires) CROI 2017

Efficacy by Subgroup, Observed Failure® Approach

HIV-1 RNA <50 ¢/mL, % (N)

DOR DRV+r Treatment difference (3} [95% CI]
All Participants 88 (364) 86 (355) -
Baseline HIV-1 RNA, ¢/mlL
=100,000 30 (285) 89 (282) He-
=100,000 81 (79) 76 (72) T
=500,000 838 (347) 87 (342) i
=500,000 82 (17) 50 (12) *
Baseline CD4+ T-cell Count, cells/mm?
=50 83 (8) 67 (18) *
>50 and =200 83 (35) 74 (43) e
=200 89 (323) 89 (254) 4
NRTI Component
TDF/FTC 88 (318) 87 (312) =
ABC/3TC 90 (48) 84 (43) e
T Discontinuation due to lack of efficacy =failure; data missing for other reasons were s e :I - 0 = -
excluded. M =number of participants insubgroup. Favors DRV+r Favors DOR
DRIVE
i CROI 2017, Abstract 4518, Copyright © 2017 Merck & Co., Inc. All Rights Reserved
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Doravirine vs darunavir
Lipids
Fasting Lipids, Change from Baseline at Week 48J

DOR DRV+r
25 21.97
20 17.9

15 - 13.75

9.92
10 -

.94 4.15
5 3.94

mg/dL

5 - -1.37

451 3 -3.14
=10 -

LDL-C* Non-HDL-C*  Cholesterol Triglyceride HDL-C

* P<0.0001 for DOR vs DRV+r. Statistical testing for other parameters was not prespecified.

DRIVE

FORWARD
CROI 2017, Abstract 4508,  Copyright 8 2017 Merck & Co., Inc. All Rights Reserved
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Other new compounds

. MK-8591 / EFdA (Abs 435)

. capsid inhibitor (Abs 38) - Gilead

. non-boosted Pl (Abs 433)

. GS-9882 — integrase — early stage
. GS-9131 — NRTI — early stage

. Monoclonal antibodies:

PRO 140 (abs 437), Ibalizumab (abs 438,
449LB), VRCO1 (abs 760)
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GS-CA1 Pharmacokinetics in Rats
Extended Release Formulation

Single subcutaneous injection maintains plasma concentrations well above paECg; for >10 wks

Potential for a monthly dosing interval or longer in humans
1000

100 —— —l

I

9x above paECy

...........................................................................................

—n
o

Plasma Concentration, nM

ac
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Functioning sites of various HIV-1 entry inhibitors

Figure 1: Functioning sites of & c»
various HIV-1 entry inhibitors _( VRCOL (MIH)
> L | FBMCLLT (Celldex)
) 10-10743 (Celldex)
o = 4 PGT121

Targets domain 1 of _
HIV-1 /CD4 receptor, UB-421 9 S gpl20
2

affinity= 0.057 nM

Ibalizumahb [(Taifled):
targets domain 2 of CD4,
affimity= 0.08 nh

A

PRO 140 [CytoDyn)

albuwirtide (Frontier)
'Fl'.fl_l'-.-'irti-:le iRoche)

cDa
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TMB-301: Ibalizumab in patients with multi-drug resistant HIV-
1 infection — 24 week data

e Mean VL decrease 1.6 log,,
% «200 copies,mL from basellne

% «30 copies/mL

50 - e 43% with undetectable VL<50
cp/mi
e 10 discontinuations
1 drug-related IRIS
4 deaths
3 consent withdrawals
1 lost to follow up

0 - - - e Rolling over to expanded

30 50-200 200

Baseline CD4* T Cell Count, Callsfl access & FDA application

100 -

Percent of patients

o
=)
1

20
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New strategies

. dolutegravir monotherapy

. dolutegravir crushing

. Dual: dolutegravir + rilpivirine
. Dual: cabotegravir+ rilpivirine
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Pathways for resistance in those failing DTG mono-therapy

Blanco J
° Aim:
To assess rate of failure with or 10,440 pts
without resistance in 3 large
cohorts with complex 197 1982
DDI/comorbidity/toxicity DTG Mono DEr;IIOféT
Describe resistance and outcc
for failing pts 11 (9%)
e Pts from 3 centres, had to be failed DTG mono
VL<50 at switch, (5 INSTI naive)
® Exclusion : prior INSTI failure or no 9/11 failed with
available resistance test resistance
_ -155H, v97A,148 R
e Adherence was variable 148X, 92Q ___ame.
e Most switched to DRV/r /triple BHIVA
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Dolutegravir + rilpivirine switch
Cost vs 2RTIs?

Adjusted treatment difference (95% CI)?

100 -
3595 m DTG + RPV (n=513)
X ® CAR (n=511) CAR DTG + RPV
= 80 A I
& i
~ 1
) i
o i 1
o 60 i -op
< 1 ' = .
Z 40 - i 3.0 2.5
. i
> 1
= 20 - !
<1 1 5 4 i 1 1 1 1 1 1 1
0 A e 8 6 -4 -2 0 2 4 6 8
Virologic Virologic No virologic Percentage-point difference
success non-response data DTG + RPV is non-inferior to CAR with respect to
snapshot in the ITT-E population (<50 ¢/mL) at
Week 48

apAdjusted for age and baseline 3™ agent.
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Dolutegravir + rilpivirine switch
Cost vs 2RTIs?

Change in Serum Lipids at Week 48

Pooled Data Early Switch Phase

DTG/RPV CAR
Baseline == Week 48 Baseline == Week 48
, 200 - ! | 5 -
3 188.1
o0 185.9KE] 187.6 4 _
£ 150 - 3.8 3.8
wn . .
g 133.1 132.0 3 - 3.7
T 100 A 107.1 1083 |/
c p
©
Q
= 50 - i H 1 4
0 0
Total HDL Triglycerides Total cholesterol:
cholesterol cholesterol choIesteroI, HDL ratio
calculated
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Dolutegravir + rilpivirine switch

Change in Bone Markers at Week 48

Pooled Data Early Switch Phase

DTG/RPV CAR
Baseline == \Week 48 Baseline == Week 48
60 A
<
D, 50 - 530 55.3
& 40 - 45.6
=]
f_g 30 A
c
$ 20 - 23.8 24.0
2 10 | somy I
0 Bone-specific Osteocalcin Procollagen 1
alkaline phosphatase N-terminal propeptide
P<0.001* P<0.001* P<0.001*

Adjusted for baseline third agent, age, sex, body mass index, smoking status, and baseline biomarker level. Statistical model uses log-
transformed data.
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PrEP case:
success or failure?

. 50 yo gay man, adherent

. Very high risk: 38-75 partners pcm
. 3-5 partners a day, ChemSex etc
. Fever after 8 months PrEP

. Ag/Ab+ but RNA/DNA neg
. Stopped PrEP, VL 0 wk 1, 10,000 wk2
. Ethics of reporting, adherence etc
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COBRA - Abs 352LB

. Are neurological changes on ART
important/different to HIV negative?

. Well matched HIV negative control group

. Longitudinal results

. Lower baseline levels

. Similar rate of decline on ART
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A) T1 - Grey matter volume

CO-MORBIDITY IN RELATION TO AIDS

(COBRA -

063 -

[/

Group
<= HIV-negative
<= HIV-positive

Follow-up

AbS 352 L B C) DTI - White ;\;atter vsiS;ructure

0555 -

0550 -

0545 -

0540 +

Fractional anisotropy (whole brain skeleton)

Baseline

Visit

/4

Group
= HIV-negative
<= HIV-positive

Follow-up

E) MRS - Neural metabolites

Baseline
Visit
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NAA:creatine ratio (frontal white matter)
g ] S 3 ]
Z

Group
= HIV-negative
<= HIV-positive

Follow-up

B) FLAIR - White Matter
Hyperintensities

3000 -

Group
<= HIV-negative
<= HIV-positive

“Z 2500 +

2000 -

1

1500 +

White matter hyperintensity load

1000 <

Visit

Group
<= HIV-negative
o= HIV-positive

Cerebral Blood Flow (grey matter)
8 g 2

Baseline Follow-up
Visit

F) Resting state fMRI -
Functional network connectivity

60 -

Group
o= HIV-negative
<= HIV-positive

Default Mode within network connectivity
K—

Baseline Follow-up
Visit
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DAAs for HCV

Substantial decline in Acute HCV post DAA rollout
In the Netherlands

(Rjinders, et al O137LB)

2014 2016
A-HCV n =93 A-HCV n =49
PYFU n =8290 PYFU n = 8961

11.2/1000 PYFU (95% CI 9-14) S 5.5/1000 PYFU (95% CI 4—7)
1.1% per year 0,55% per year

IRR 0.49 (95% CIl 0.34 — 0.69)
Jan-Dec 2014 11.2/1000
Jan-Jun 2016 6.9/1000 I
July-Dec 2016 4.0/1000
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DAAs for HCV

. By 2017, 75% of gay men with coinfection
will be treated

. Incidence of acute HCV halved 2014-2016

. Not from behaviour change reducing risk —
similar STls
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Generic DAAs

Generic DAAs via Buyers Clubs (AHiII,etaI P569)

Figure 3: 5VR4 responses by gemnotype

. 1005 1005
95% oz

Table 1: Baseline Characteristics

Patients SOFRSOF/RBV  SOFDCV  SOF/LDV
NeSE2

NE100 NS5 o
7% /50 T N T
vk | i | w5 S
35 % 35100 7% (439502 | emessymitremensesiveenonnet
NGT3 [ N | G | aN(oR) ,

[2oE 11L) ke ] [53£55]) (252} [24Z)

24 weeks or more* 1% (114/545) | 11%(55/502) Hew Genotype

% HCV RNA <301U /fml

% HCV RNA 301U/ m
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British HIV Association

BHIVA

Thanks to researchers for use of slides and
BHIVA compilation from 2017 BHIVA “Best of
CROI" feedback meetings.

Four talks+ Q&A are webcast at:
www.bhiva.org
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