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Signals
Are there opportunities to manage @

cryptococcal meningitis better?
High-quality evidence

Nelesh Govender @

National Institute for Communicable Inclusion in guidelines

Diseases @

Translation into clinical practice
with improved patient outcomes
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Opportunities for improvement Cryptococcal meningitis can be prevented

Screen for cryptococcal antigen in blood of
ART-naive HIV+ patients with CD4 <100

1. Earlier detection

2. First-line antifungal treatment

Screen positive - antifungals

3. Adjunctive treatment

Start ART at a safe interval & Screen negative - start ART
continue antifungals immediately

Screen & treat saves lives :
] ) CrAg screening approaches
28% | in all-cause mortality
A Allpatients Reflex laboratory
40 — Standard care
---- Clinic plus community support
Visit 1 Lab Visit 2

304 Blood draw for Blood tested for Return for CD4
g baseline CD4 CrAg if CD4 <100 and CrAg result
% 20
t
5
= S .

104 T Provider laboratory

7
T T T T Visit 1 Visit 2 Visit 3
Number at risk ° } ¢ ° 2 Blood draw for [>{ Lab P| ReturnforcD4 [ Lab P{ Return for CrAg
v
Clinicplus 1001 899 869 854 842 baseline CD4 Blood draw for CrAg result
community support
Standard care 998 869 834 811 794
Govender NP, et al. S AfrJ Med 2012
Mfinanga S, et al. Lancet 2015 Vallabhaneni s, et al. J Acq Immun Defic Syndr 2016
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CrAg screening approaches

Point-of-care CrAg with laboratory CD4

Visit 1 Visit 2
Blood draw for Lab Return for CD4 result
CD4 count and test for CrAg

Point-of-care CD4 and CrAg

Visit 1
POC test for CD4 count -
POC CrAg test if CD4 <100

Wake R, et al. AIDS 2016

Rapid adoption of intervention in SA

Teamwork

Provider laboratory screening

9192 patients

with CD4 count <100

2872 with CD4 done ata 105 with prior CM or
hospital prevalent CM
899 with CD4 done at a
Cape Town clinic

1795 already on ART

eligible patients

l

Only 27% screened
2.1% CLAT-positive

4395 ’

Vallabhaneni S, et al. J Acq Immun Defic Syndr 2016

Total number of adult patients
with CD4=100
N-9192

Excluded
Inpatients=2872
ART-experienced= 1795
Cape Town City elinics =899
Previous CM= 105
(not mutually exclusive categories)
Total N=4797

Eligible for screening
N=4305
CrAg Screened Not serecncd
=170 (26.6%) 1=3225 (73.4%)

Crag- negative
N=1135 (97.9%)

Incident CN Incident CM
=9 (0.77% n=49 (1.52%)

Vallabhaneni S, et al. J Acq Immun Defic Syndr 2016

Reflex laboratory screening

53 241 patients

with CD4 count <100

>95% screened
3.7% CrAg LFA-positive

NICD Surveillance Report 2016

Higher screening costs @ Lower screening costs
Lower treatment costs

Saves more lives

Higher treatment costs

Saves fewer lives

REFLEX PROVIDER

Reflex vs. provider lab screening?

Larson B, et al. Submitted
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Cryptococcal antigen screening when Initiate ART
CD4+ T-lymphocyte count <100 cells/ul N No fluconazole

. w-up *Symptomatic for meningitis if either of the
.  meningitis fol sent:
. Prior cryptococcal my s
‘ Start fluc 1200 mg daily and refer ‘ e others
imme for lumbar puncture o e

Lumbar puncture (-)

Lumbar puncture (+) 8 Alumbar puncture may be considered

if available.

Fluconazole 800 mg daily for
2 weeks as outpatient

v

Fluconazole 400 mg daily for 2 months then 200 mg daily
Continue fluconazole for minimum of 1 year in total and discontinue when
patient has had two CD4 counts >200 taken at least 6 months apart

1

ks of Start ART after 2 weeks of
antifungal therapy Govender NP, et al. S Afr J HIV Med 2013.

antifungal th

‘ Start ART

Is this evidence-based treatment?

What are the implications of “test and
treat” on baseline CD4 count?

Southern African Journal of HIV Medicine
155N (Online) 2078-6751, (Prn) 1608-693

TRIVIRAL What is the role of CD4 count in a large public health

ON PRE-EXPOSURE antiretroviral programme?
PROPHYLAXIS FOR HIV (O

CD4 count and viral load monitoring

Given the recommendations in this guideline to initiate ART at any CD4 count, it may be
reasonable to reduce or stop CD4 cell count for monitoring in settings where viral load monitoring|
can be assured. Nevertheless, CD4 count testing still has an important role to play in assessing
baseline risk of disease progression, for starting and stopping prophylaxis and in making priority-

HRAOSIS

GUIDELINE ON WHEN
TO START ANTIRETROVIRAL
THE|

setting decisions regarding ART initiation in settings where universal treatment is not possible.
D4 cell count measurement may also be important for individuals for whom ART is failing.

WHO, 2015

Operational barriers to screen & treat

& Returned for care (n=15)
:- Lost to care (n=14)

10

Number of patients with incident antigenaemia
00

6
4
Patients with incident  Returned for post-  Known to have Post-screening  Dead or subsequently
antigenaemia  screening clinic visit  received fluconazole ~ cryptococcal disease  lost-to-follow-up
identified at clinic post-screening

registration
Continuum of HIV care -

Govender NP, et al. HIV Med 2015

Opportunities for improvement

1. Earlier detection
2. First-line antifungal treatment

3. Adjunctive treatment

AmB plus 5FC is the most rapidly fungicidal regimen

. i Amptetcn® . Amphotercin s fueytoshe
Early fungicidal activity'y ™ 5%, g omamn BT e ——

-0.31 © -0.54

B

., Anphoteicin 8 ps fconazoe
o 203050015 g Fuper 11

. Anphoteii & pus futoso and fuconazle
5 038 SD013)cgCRU oy 15

-0.39 -0.38
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Dy
it 3 Fall I CSF CFU oer tne by teatment group

Brouwer AE, et al. Lancet 2004
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AmB plus 5FC: ~40% |, mortality

Confirmed superior rate of fungal clearance

A
L0y B
y Amphotericin B Alone Amphotericin B plus Fluconazole
< 08 Lo, Amphotericin B plus " 1074 ¢ 104 §
g . camw fic"_‘ofi'le_ - 3 105«! F 105
2 05 Amphotericn B plus B 10 10°
é - fluconazole H 5 10 | 100
3 0.44 Amphotericin B alone 28 o R e
2 = 102 102
0z H 4| !
3 104 10
0.0 0«! 0 ~
L 4 70 o5 | e 14 1w 1 14 28 @2 56 70 1 14 28 42 56 70 1 14 28 € 56 70
Days since Randomization Sty Day
No. at Risk
Amphotericin B alone 99 74 59 54 51 49 4% 30
Amphotericin B plus flucytosine 100 84 73 67 6 63 62 46
Amphotericin B plus fluconazole 99 79 67 &5 59 58 57 39
Day J, etal. N Engl J Med 2013. Day J, etal. N Engl J Med 2013.
SN . .
(@)pra— Antifungal regimens . —
&8 organization g g Advancing Cryptococcal meningitis
Agents Toxicity Induction Consolidation Treatment for Afrlca (ACTA)
available prevention (2 weeks) (8 weeks)
package
A phase I, randomised, controlled trial for the treatment of HIV-
Amphotericin B | Available —  Ampho B + flucytosine | Fluconazole 400-800 associated cryptococcal meningitis:
combination [Strong/High] mg 1. Fluconazole plus flucytosine for 2 weeks
— Ampho B + fluconazole [Strong/Low] . .
[Strong/Moderate] 2. Amphotericin B plus EITHER fluconazole OR flucytosine for 7 days
3. Amphotericin B plus EITHER fluconazole OR flucytosine for 14 days
Amphotericin B | Not available | — Ampho B + fluconazole Fluconazole 800 mg
(short course) . . .
[Conditional/Low] Malawi, Zambia, Cameroon and Tanzania
Target: 680 patients
No Not available | — Fluconazole + flucytosine | Fluconazole 800 mg
amphotericin B —  Fluconazole 1200 mg
[Conditional/Low]
ISRCTN45035509; DOI 10.1186/ISRCTN45035509

Manage amphotericin B deoxycholate
toxicities

30% nephrotoxicity
~40% hypokalaemia

Meiring ST, et al. Submitted

...and facilitate access to
lipid formulations of amphotericin B

Near future: Second-line agent for those with renal dysfunction

Future: Short-course induction treatment (Jarvis JN. Ambition-CM trial)
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Opportunities for improvement

1. Earlier detection
2. First-line antifungal treatment

3. Adjunctive treatment

Raised pressure must be managed

If opening pressure is >25 cm H,0, remove 10-30 ml CSF to reduce
pressure by at least 50% or to <20 cm H,0

Repeat LP whenever there are symptoms or signs of RICP

Daily therapeutic LPs may be required

O

...one drop of CSF at a time?

Boyles T, et al. HIV Society Conference 2016: Abstract 203

Adjunctive dexamethasone is harmful

A Al Patients
1.00-
< 075
2
2
a Placebo
‘5
= 0.50
Rl Dexamethasone
3
S 0254
0.00+— T T T T T !
14 4 70 98 126 154 182
Days since Randomization
No. at Risk
Placebo 226179 143 132 125 122 116 112
Dexamethasone 224185 146 120 109 103 98 92

Day JN, et al. N Engl J Med 2016

Adjunctive interferon-y is promising

Phase Il trial

Controls IFN day 1 and 3 IFN 2 weeks
§ -0.64

LogQCC

Jarvis JN, et al. AIDS 2012

Rate of CSF Cryptococcus clearance early

fungicidal activity (-lo

Adjunctive sertraline is also promising

Statistical methods of
estimation

[ GLM linear regression
[ Mixed-effects model

044, 043

° ° o
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" 200mg(n=40) ' 300mg(n=39) ' 400mg(n=36) ' Anysertraline |

(n=128)

100 mg (n=13)

Sertraline daily dose

Rhein J, et al. Lancet Infect Dis 2016
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