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Causes of mortality amongst PWH on ART:
Europe and North America

Percentages of categorised causes of death, by
calendar year period of death
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Proportion with late presentation
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Diagnostic yields of urinary AlereLAM

A
Urine AlereLAM Sputum Xpert Sputum smear microscopy
PT/MAD Predicted diagnostic ~ PT/MAD Predicted diagnostic ~ PT/MAD Predicted diagnostic

yield (95% Crl) yield (95% Crl) yield (95% Crl)

Peter et al (2016)° 147/326 <) 45% (40-50) 135/326 - 42% (38-47) 140/326 ‘- 42% (38-47)

Van Hoving et al (2019)* 70/170 4- 41% (35-48) 85/170 - 50% (44-58) 38/170 - 23% (17-30)

Broger et al (2019)"% 61/140 - 43% (37-50) 740 - | 28% (22-35) 27/140 - 20% (15-27)

NCT03187964* 16/107 - ! 16% (11-24) 84/107 . 78% (72-84) 11/107 - | 11% (7-16)

Lawn et al (2012) 25/100 - ! 25% (17-34) 53/100 - 52% (43-62) 19/100 - | 18% (12-25)

Gupta-Wright et al 2018)°  55/97 ;- 55% (47-64) 58/97 - 60% (51-69)

Floridia et al (2017)*° 26/90 - ! 28% (19-36) 72190 D e 79%(72-87) :

Kasaro et al (2020)** 16/82 . 22% (15-30) 53/82 —-— 64% (52-73) 16/82 -- 19% (12-27)

Huerga et al (2017)* 44/69 - 63%(5471) 50/69 - 72%(63-81) 37/69 |- 52% (41-62)

Huerga et al (2019)** 46/67 | = 66%(55-75) 54/67 i —=-  79%(70-86) 32/67 —-— 47% (36-57)

Yoon et al (2019)* 12/61 - 20% (11-29) 44/61 —-— 72%(62-81)

Garcia et al (2020)* 32/53 {—e—  58%(46-69) 43/53 | = 81%(70-89) 19/53 —— 36% (24-48)

Huerga et al (2020)* 21/42 —— 55% (40-70) 42/42 : *  99%(97-100) 36/42 : —e— 83%(72-92)

Thitet al (2017)” 30/42 | —e—  66%(52-78) 34/42 | ——  83%(72-91) 13/42 —— 34% (21-47)

Calligaro et al (2017)*® 7/40 — 21% (11-34) 36/40 i —= 90%(81-96) 5/40 - 15% (7-26)

NCT03187964+ 5/39 - 15% (7-24) 23/39 — 58% (44-71) 4139 - 11% (4-20)

Huerga et al (2021)° 19/33 —— 8% (43-71) 33133 | = 99%(95-100) 26/33 P —e— 76%(62-86)

Ciccacci et al (2021)% 13/28 —— 43% (29-57) 28/28 : - 98%(92-100) :

Cummings et al (2019)! 11/17 1—-— 59% (40-76) 17117 -~ 97%(91-100) 10/17 —-— 57% (39-74)

Wake et al (2022)* 412 —-— 33% (17-52) Y12 — 14% (4-35) 112 —_ 11% (3-26)

Overall prediction 660/1615 —-* 41% (15-66) 982/1615 —-* 61% (25-88) 434/1339 —¢ 32% (10-55)

Diagnostic yield (%) Diagnostic yield (%) Diagnostic yield (%)

Lancet Global Health 2023 Jun;11 (6):e903-e916 —



2-day diagnostic yield of Urinary AlereLAM

B 2-day diagnostic yield using the MAD (n=1615) C 2-day diagnostic yield in inpatients using the MAD (n=685) D 2-day diagnostic yield in outpatients using the MAD (n=930)
401 191 210

[ Urine AlereLAM=41% (660/1615) [ Urine AlereLAM=50% (342/685) [ Urine AlereLAM=34% (318/930)

[ Sputum Xpert=61% (982/1615) 1 Sputum Xpert=48% (330/685) ] Sputum Xpert=70% (652/930)

[ Urine AlereLAM and sputum Xpert=75% (1214/1615) [ Urine AlereLAM and sputum Xpert=72% (494/685) [ Urine AlereLAM and sputum Xpert=77% (720/930)

[ Tuberculosis cases missed=23% (401/1615) [ Tuberculosis cases missed=28% (191/685) [ Tuberculosis cases missed=23% (210/930)

Lancet Global Health 2023 Jun;11(6):e903-e916 —



Can we shorten the duration of HIV/DS-PTB?

8 weeks, 17 weeks, 26 weeks!
Isoniazid (H) | i I
2HRZE + 4HR Rifampicin (R) | - !
“Control” Ethambutol (E) | : :
Pyrazinamide (2) ! : :
8 weeks| 17 weeksi
Isoniazid (H)
2HPZE + 2HP Rifapentine (P)

“RPT” Ethambutol (E)
Pyrazinamide (2)

Isoniazid (H)

2HPZM + 2HPM Rifapentine (P)
“RPT-MOX” Moxifloxacin (M)

Pyrazinamide (Z)|

Clin Infect Dis 2023 Feb 8;76(3):e580-e589



RPT-MOX non-inferior to control

Intention to treat
Microbiologically eligible
Assessable

Per protocol 75%

Per protocol 95%

Intention to treatr

Microbiologically eligible

Assessable

Per protocol 75%

Per protocol 95%

-15% -10% -5% 0% 5% 10%
i Control Rifapentine-Moxifloxacin | Margin of non-inferiority = 6.6% Favors control ® Primary
| 29.6% (21/71) 26.4% (19/72) o } -3.2% (-17.9%, 11.5%) o Secondary
21.9% (14/64) 14.5% (9/62) :{ -7.4% (-20.8%, 6.0%)
| 15.3% (9/59) | 8.6% (5/58) N ) -6.6% (-18.3%, 5.0%)
| 3.8% (2/52) | 3.7% (2/54) c ? -0.1% (-7.4%, 7.1%)
| 2.2% (1/45) | 4.4% (2145) o 2.2% (-5.2%, 9.6%)
-15% -10% -5% 0% 5% 10%
1 1 1 1 1 L L 1 - 1
| Control Rifapentine | Margin of non-inferiority = 6.6% ~ Favors contfol _—
29.6% (21/71) | 32.4% (23/71) o—t1 2.8% (-12.4%, 18.0%)
' 21.9% (14/64) ' | 20.4% (20/68) |s 7.5% (-7.3%, 22.4%)
15.3% (9/59) 26.2% (17/65) R — 10.9% (-3.2%, 25.0%)
) |
|
| 3.8% (2/52) 20.0% (12/60) ] o — 16:2% (4.8%, 27.5%)
2.2% (1/45) | 21.2% (11/52) | o 118.9% (7.0%, 30.8%)
Proportion with unfavorable (Number / Total in analysis) _26% 1 5')% _1(')% -5'% 0% 5},/0 16% 1;% 20'% 25'% 30'%Risk difference (95% Cl)

Clin Infect Dis 2023 Feb 8;76(3):e580-e589
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TRUNCATE-TB trial: Short course 8 weeks

Standard Treatment (24 Wk)
H 11 [2&';".’:3.‘. 1 A B B
Pyrazinamide and
ethambutol

Rifampin and isoniazid

Strategy Groups Included in the Noninferiority Analysis

N oz
: nal Rifampin and Extended treatment
linezolid for persistent
‘ P disease,

-ET_ m post-treatment

axa31 3 auas e, Bedaquiline monitoring,

LA EELEL L) and linezolid and retreatment

) v v for relapse

Isoniazid, pyrazinamide, and ethambutol

N Engl J Med 2023; 388:873-887
WY 1D | hermvre senses



TRUNCATE-TB trial: Short course 8 weeks

Death, Ongoing Treatment, or Active Disease Grade 3 or 4 Adverse Events
Noninferiority margin, 12 percentage points h
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RADIANT-TB
DTG qgd vs bid in HIV/TB treatment

HIV-1>18 yrs / TLD + DTG/DTG

PVL>1000 cps/ml

Proportion

Stratified: ARV naive and > .
CD4<200 st |ine ART interruption with PVL<50
ARV naive/interruption TLD + Wk 24
Rifa based ATT < 3 mo’s DTG/Placebo
A B
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Lancet HIV 2023 Jul; 10(7): e433-e441



AMBITION-CM:

single high dose lipo Ampho B for CM

_ : Drug Regimens
Experimental regimen

Single IV infusion

of high-dose Oral flucytosine
liposomal (100 mg/kg/day)
amphotericin B — i i and oral
(10 mg/kg) fluconazole
(1200 mg/day)

, I
HIV-1 oVl 1 | 2|3 [4]s5]6]7]8]9]iolnl1z]13]14]
First episode of CM

Control regimen

IV Amphotericin B
deoxycholate = I
(1 mg/kg/day) uconazole
and flucytosine (1200 mg/day)
(100 mg/kg/day)

! |
Day nnnnnnnnnmnmnm

N Engl J Med 2022; 386:1109-1120
QY 1D | hormre ot e erces

Primary outcome
Death from any cause at
10 weeks
Non-inferiority margin: 10



AMBITION-CM: single high dose lipo Ampho B for Crypto M.

B Noninferiority for Differences in All-Cause Mortality at Wk 10
A All-Cause Mortality at Wk 10

100 Difference in Mortality
90 Analysis (90% Cl)
£ s0- percentage points
g 704 Intention-to-treat population :
S 60+ . |
E Unadjusted b = .
£ 504 1
2 40 Adjusted —— :
Lé 30 Control Per-protocol population E
g 201 Liposomal amphotericin B Unadjusted L L i :
i Adjusted —a— |
0 T T T T 1 [ I ! ! I 1
0 2 4 6 8 10 -15 -10 -5 0 5 10 15
Weeks since Randomization - >
No. at Risk Liposomal Control
Control 407 359 332 311 299 288 ‘e
Liposomal 407 360 337 317 310 304 Amphoterlcm B Better
amphotericin B . Better
Liposomal
Amphtericin
B Control P
Event (N=420) (N=422)  Valuet
Grade 3 or 4 adverse events — no. of 382 579
events
Any grade 3 or 4 adverse event — no.
of participants (%)
Grade 3 or 4 210 (50.0) 263 <0.001
(62.3)
Grade 3 173 (41.2) 225 <0.001
(53.3)

N EnglJ Med 2022; 386:1109-1120 Grade 4 91 (21.7) 127 (301)  0.005
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Early Antiretroviral Therapy Not Associated With
Higher Cryptococcal Meningitis Mortality in People
With Human Immunodeficiency Virus in High-Income
Countries: An International Collaborative Cohort Study

Suzanne M. Ingle,"” Jose M. Miro, ™" Margaret T. May,' Lauren E. Cain,*® Christine Schwimmer.® Robert Zangerle,” Helen Sambatakou,®
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Michael S. Saag,”™ Heidi M. Crane,”™ Richard D. Moore,” Jeffrey M. Jacobson,” W. Chris Mathews,” Elvin Geng,” Joseph J. Eron,” Keri N. Althoff,®
Abigail Kroch,™ Raynell Lang,” M. John Gill,* and Jonathan A. C. Sterne,’ on behalf of ART-CC, COHERE in EuroCoord, CNICS, and NA-ACCORD




Can sdLipAmpB used to treat HIV-histo?

Prospective randomized multicenter
open-label trial. Interventions: One or :
: two-dose induction L-AmB therapy 0~
i versus control (three arms), all followed
: by oral itraconazole therapy. :

Clin Infect Dis 2023 May 26;ciad313

Single dose
10 mg/kg of L-AmB

10 mg/kg of L-AmB on D1,
and 5 mg/kg of L-AmB on D3

3 mg/kg of L-AmB daily for 2
weeks (control)

ARR = +10.5% ARR =-4.2%
Clinical respo t day 14
i HO A ay 95% CI [-7.7% - 28.7%)] 95% CI [~24.8% - 16.3%)
ARR =-2.6% ARR = -13.7%
Overall survival at day 14 = 5
95% CI [-15.6% - 10.4%)] 95% CI [-29.5% - 2.1%)
1-year overall survival
Nephrotoxicity at day 14
(any AKI criteria)

' l D INSTITUTE OF
INFECTIOUS DISEASES



Nanostructured Ampho B delivery systems

. .'.,.'._X,.v.;.x.
L
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Small molecules: AmB Dendrimers
lonm 1 ..' ’ ‘7 - 6
Protein-based nanoparticles Polymeric nanoparticles
sl o : *
‘-.:'._w}j"'
___Lipo-Polymerosomes _ SLN and Nanoemulsions
1000nm %
Nanocochleates Leishmania sp. parasites Microneedles
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Expert Opinion on Drug Delivery Aug 2019;16(10)
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Oral LNC Ampho B for HIV/CM:
Proof of concept

Oral Lipid Nanocrystal Amphotericin B for Cryptococcal Meningitis: A Randomized IDS &

Clinical Trial

Boulware et al., 2023 | Clinical Infectious Diseases

BACKGROUND: We conducted a randomized clinical trial to evaluate the antifungal efficacy of oral lipid nanocrystal (LNC) amphotericin (MAT2203) with
flucytosine (5FC) in the treatment of cryptococcal meningitis.

Infectious Diseases Society of America

ARM 1: 7 doses of IV ARM 2: 2 doses of IV ARM 3: Oral MAT2203
PARTICIPANTS: We recruited adults with Amphotericin + 5SFC  Amphotericin + MAT2203 +5FC
+

HIV diagnosed with cryptococcal

‘ SFC
- meningitis from three hospitals in @R @Il+ @U @H

Uganda.
PELL L L LT LT TP T T T T L LT LT LT LT LT TP TP PPP PP N=41 N=40 N=40
METHODS

o . : 18-week Survival 85% 90% 85%
: Study participants had a positive CSF : °
: CrAg, Glasgow Coma Scale score =15, : 2-week CSF Sterilit 0 - :

and had to be able to tolerate oral Y 67.6% 62.2% 63.6% C{lQlcal tantlfung.al
: medication. Participants were : activity did not differ
: randomized to either the IV : Grade 3-4 Hgb AEs 43.9% 20% 22.5% between er.al LNC-

amphotericin controlarm ortoan  } amphotericin .afwd 1%

interventional arm. ! Grade 34 K+ AEs 17% 5.1% 5% ampicterch

CONCLUSION: Oral LNC-amphotericin B with 5FC demonstrated similar antifungal activity, similar survival, and less toxicity than IV amphotericin and 5FC.
Oral LNC-amphotericin B appears to be a promising antifungal candidate to be moved forward in future clinical trials for the treatment of severe fungal infections.

Clinical Infectious Diseases https://doi.org/10.1093/cid/ciad440

Clin Infect Dis 2023 Aug 22
w l l D | ::Eggﬁgu?msuszs



MNGS promising option for PJP diagnosis:

BAL and Bloo

Studies

Gaston 2022

Gu 2020

Jiang 2021

Li, Jia 2021

Li, Jun 2022

Lin 2022

Peng 2021

Shi 2022

Sun 2022

Wang, Chengtan 2022
Wang, Dongsheng 2022

Sensitivity

Estimate (95% C.I.)

0.250 (0.013, 0.891)
0.934 (0.798, 0.981)
0.992 (0.882, 0.999
0.974 (0.690, 0.998)
0.958 (0.575, 0.997)
0.981 (0.764, 0.999
0.984 (0.789, 0.999
0.900 (0.709, 0.971)
0.974 (0.902, 0.993)
0.974 (0.690, 0.998)
0.996 (0.938, 1.000)

a Overall (1"2=58.39 % , P=0.137) 0.963 (0.902, 0.986)

Specificity
Studies Estimate (95% C.I.)
Gaston 2022 0.992 (0.959, 0.998)
Gu 2020 0.981 (0.756, 0.999)
Jiang 2021 0.959 (0.909, 0.982)
Li, Jia 2021 0.991 (0.871, 0.999)
Li, Jun 2022 0.988 (0.840, 0.999)
Lin 2022 0.852 (0.715, 0.930)
Peng 2021 0.952 (0.792, 0.990)
Shi 2022 0.986 (0.809, 0.999)
Sun 2022 0.851 (0.776, 0.904)
Wang, Chengtan 2022 0.985 (0.962, 0.994)
Wang, Dongsheng 2022 0.904 (0.808, 0.955)
b Overall (1*2=74.66 % , P< 0.001) 0.958 (0.917, 0.979)

Open Forum Infect Dis 2023 Aug 18

TP/ (TP + FN)

0/1
35/37
60/60
18/18
11/11
26/26 ‘.
30/30 e
22/24 -

75/71
18/18 _—
122/122 |

417/424

I T T T 1
0.0 0.26 0.51 0.75 1
Sensitivity

TN/ (FP + TN)

175/176
25/25 .
129/134
54/54 B
42/42 =
37/43 -
29/30 -
34/34 =
103/121
288/292
61/67

977/1018

T T T T 1
0.72 0.79 0.86 0.93 1
Specificity
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PCP in ART era:
Long term outcomes

* Lower lung capacity/diffusion
impairment

Strata -+ No History of PCP = History of PCP

100% = w:l_l
=
it
- 90% =
g
=
w
85% =

80% - \
' 1 1 1 ' ) ' ' ' X ~
0 26 52 78 104 130 156 182 208 SR

Time from antiretroviral therapy start (weeks)

Open Forum Infect Dis 2023 Aug 8
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Mpox complications & outcomes stratified by
CD4 count:
The emergence of mpox as HIV-Ol

A Complications stratified by CD4 cell count

Dermatological

B Outcome stratified by CD4 cell count C Outcome stratified by viral load
[ Death [ Intensive care unit [l Hospitalisation [l Outpatient care

Respiratory

100+ -
CNS
75 - -
R
Bacterial | -
5
2 50- -
Ocul. :1
2
C
Gastrointestinal 25 i i
Rectal 0_ -
O &
S I
Oropharyngeal b - N '&.o
koo (D4 cell count strata ,»\-o c;\p bé-
(cells per mm?) Q N
sl ’» 0
[1101-200
Genitourinal ry B 201- 3 2 2
— g CD4 cell count strata (cells per mm’) Viral load strata (RNA copies per mL)
; o » » 4'0 % & 100

Prevalence (%)

Lancet Mar 2023,;401:939-949



Treating TE in PWH

(

Methods Pooled Percentages (95%Cl) ]

O Systematic review and meta{ g
N\ .

Pyrimethamine
+ Sulfadiazine

[

Pyrimethamine A

Trimethoprim-
+ Clindamycin © S

analysis ulfamethoxazole

Clinical Response Radiologic Response ]

= .
Treatments for toxoplasmic
encephalitis i 0
—
= Cohort studies or RCTs e —i—
r All languages —_0- -@-
igm! _ 0 20 40 60 80 100 0 20 40 60 80 100
| UEist ke AT Sl l[ Mortality }iscontinuation Due to T oxicit\a
( Search Results J i ——
6 RCTs/Dose-Escalation
Studies e —i—
26 Cohort Studies
@ HIV4+: 100% o— oo
Male: 81%
N=1959 Age Range: 30-40 years 10 20 30 40 0 10 20 30 40

TMP-SMX (5/25 mg/kg) bid for TE

Time to revisit guidelines

Clin Infect Dis 2023 Feb 8,;76(3):e1302-e1319
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HIV and visceral leishmaniasis

Number of patients B Relapse free survival by day 390 [one-sided 95% Cl]
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B: Proportion of patients with relapse free survival by Day 390 (secondary endpoints)

Clin Infect Dis 2022 Oct 15; 75(8): 1423-1432 .
] ]|l -



Summary

* Ol’s: here to stay, continue to demand our attention in foreseeable
future

* Important advances in
* Screening and diagnosis with POC rapid tests
* Shortening duration of treatment with better safety

e Access to novel tools critical for scale-up

* Strategies for preventing late presentation urgently needed



Thank you



