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Meta-Analysis of Regional HAND Prevalence

Records indentified through
database searches
(N = 5,588)

. | Excluded (n =377):
"’|  Duplicates (377)

v

Screened by title and abstract
(n=5,211)

Excluded
(n=4,852)

y

Full-text articles assessed for eligibility

(n =359)
Excluded (n = 236):
+ No HAND data (126)
+ Duplicates sample (26)
»| + No diagnosis method (36) Country prevalence (%) o
+ Based on 1991 ANN criteria (12) 5 .
- Enrolled <50 particpants (17) l___] <30 : ) 5
* Investigated high-risk population (19) |:' >30-40 & ‘ Estimated number of HIV-infected  Prevalence of Estimated number of HIV-infected adults
= : adults? HAND, % with HAND
v [ >40-50 .
- v — Sub-Saharan Africa 25,600,000 45.2 (37.5-53.0) 11,571,200 (9,600,000-13,568,000)
Met inclusion criteria - >50-60
(n=123) .
| - Western and central Europe and North 2,200,000 41.4(37.9-45.0) 910,800 (833,800-990000)
>60 America
[:] No data Asia and the Pacific 5,900,000 39.4(34.3-44.7) 2,324,600 (2,023,700-2637,300)
Middle East and North Africa 240,000 — —
Latin America and the Caribbean 2,240,000 59.0 (48.5-69.0) 1,321,600 (1,086,400-1545,600)
Eastern Europe and central Asia 1,700,000 — —

Wang et al; Ne urOI 2020- 95:626 1 0-6262 1 Global totals 37,900,000 426 (39.7-45.5) 16,145,400 (15,046,300-17,244,500)




Other Cell Types Can Harbor HIV
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Approach:

Generating single cell transcriptomes from CSF and blood

g T
| Single cells encapsulated in | Next Gen sequencing
from ART-suppressed — oil droplets alongside =—p | of approx. 5000 Single
PLWH and Uninfected barcoded mRNA capture cell transcriptomes per
Participants ) bead (10X Genomics) | L sample

/ \
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[ o Overall T cell types do not differ between PLWH on ART and Uninfected
* Increased frequency of exhausted and of activated effector CD8 cells in HIV
* Increased frequency of cycling CD4 cells in HIV
* Lower frequency of CD161+ (TH17-like) in HIV

Single Cell Genomics Analysis of T Cells in CSF

CSF T cell subset frequencies in HIV compared to
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T cell exhaustion and CCRS signalling pathways are hallmarks of the CNS

but not the peripheral CD8 T cell response to HIV infection during ART

Canonical Pathways

Natural Killer Cell Signaling

Th1 and Th2 Activation Pathway

T Cell Exhaustion Signaling Pathway

Th2 Pathway

Agrin Inleractions al Neuromuscular Junclion
STATS Palliway

Chemokine Signaling

Communication between Innate and Adaptive Immune Cells
Glucocorticnid Receptor Signaling

0OX40 Signaling Pathway

Crosstalk between Dendntic Cells and Natural Killer Celis
CXCR4 Signaling

CCRS Signaling in Macrophages

Role of IL-17A in Psoriasis

SAPK/INK Signaling

Macropinocytosis Signaling

NF«B Activation by Viruses

Regulation of elF4 and p70S6K Signaling
PI3K/AKT Signaling

Interteron Signaling

Paxillin Signaling

Lcukocyte Extravasation Signaling

-log FDR — -
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o IPA: Ingenuity puthway analysis
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Farhadian et al. CROI 2020, Abstract 27



HIV DNA Higher in CD4+ T-Cells in CSF than in Blood

Elpstuiie L Participant Characteristics

Collection of blood Isolate fresh PEMC Sorting into major HIV-1 DNA detection

and 25mL of CSF and fresh CSF cells immune cell types by gPCR CD4' NadirCD4'  Years Plasma CSF

Donor Age Tcells Tcells of ART HIV-1 RNA  HIV-1 RNA

Current Neurological

L 2 3 4 (,mm:) (’mmg) Suppression (copies/mL) (copies/mL) ART Regimen Problems
- — i 46 Male 1032 432 10 TND 95 TAF/FTC/EVG/Cobi none
{ . o . 2 69 Male 518 308 24 TND <20 TDF/FTC, RAL, ETR none
] v 3 ./. -/ 3 27 Male 936 187 4 <20 TND ABC/3TC/DTG prior O.I.
S = : N 4 55 Male 834 600 22, <20 163 TAF/FTC/RPV+DTG none
1 { i 5 65 Male 729 109 20 TND TND TAF/FTC, DTG memory loss
\ J b7 6 61 Male 555 55 23 TND TND ABC/3TC/DTG prior O.1.
7 56 Male 652 251 9 748 87 offtherapy x2mo ~ memory loss
Low cell number gPCR Median 56 - 729 251 20
ART-sgpfpressed Ficoll-separated PBMC FACS Sorting targeting the 3’ region of
participants or centrifuged CSF cells pol (integrase)

All participants enrolled in the HIV Associated Reservoirs and Comorbidities (HARC) Study at the Yale School of Medicine

Single-cell CITE-seq validates CD204 as marker of CSF-specific HIV-1 DNA detection in cell subsets
“microglia-like” myeloid cells
Total Cell HIV-1 DNA
sample  HIVRNA Sorted Cell Type  Sorted Cell i o
All CSF cells clustered based o s Antibody bind t loid cells i o ¥
cells clustered based on gene expression ntibody binding to myeloid cells copies/mL  Assayed for HIV-1 DNA Counts N—— Cell Equivalnts
i D CD4" T cells . 59550 0
cD14 CcD16 CD11b CD8" T cells - 48450 57
10 \ CSF specific myeloid cells 1 ¥ E . Ed 4 CDA" T cells 22000 6915 132
v CnaT - - CSF 163 CD8" T cells 19000 18330 0
® CD4AT .
® monocytes : CD204" cells 432 585 0
B cells \ 3 %
5 activated monocytes +
. o - CD4* T cells - 144450 1112
9(‘ CD8" T cells 237000 0
zo0 5 CD4" T cells 5700 18270 391
cD16e3 CD11c CcD204 CSF TND CD8" T cells 4600 5505 0
3 ! CD204" cells 15 0 0
5 -
3\ T D CD4" T cells = 109050 1411
CD8' T cells - 44550 211
o~ 6 CD4" T cells 10280 2984 10793
CSF TND CD8" T cells 5765 2057 0
©D204" cells 395 7] 0
Blood 748 CD4° T cells . 111600 401
CD8&" T cells 5 34050 0
7 CD4° T celis 5562 5160 2769

Farhadian et al. CROI 2020, Abstract 31 B cos e os 0 0

CD204’ cells 203 527 4368



« 6 PWH provided serial blood samples
before death and their bodies for rapid

autopsy. 4 had viral suppression until ¢’

death, 2 stopped ART prior to death.

* HIV reservoirs were characterized by
ddPCR, single-genome amplification,
and sequencing of full-length envelope
HIV. Phylogeographic methods were
used to reconstruct HIV spread.

« Analysis showed:
(a) emergence of large, identical, intact
HIV RNA populations in blood after

cessation of therapy, which repopulated

tissues throughout the body;

(b) multiple sites acted as hubs for HIV
dissemination but blood and lymphoid
tissues were the main source;

(c) viral exchanges occurred within
brain areas and across the blood-
brain barrier; and

(d) migration was associated with low
HIV divergence between sites and
greater diversity at the recipient site.
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Brain Regional Genetic Variation
Using Ultradeep Sequencing

« Some regions shared HIV
variants.
 Most harbored a

specific HIV
subpopulation
reflecting HIV

compartmentalization

in the CNS.

 The proportion and
distribution of resistance
mutations to nucleoside
and nonnucleoside reverse
transcriptase inhibitors
differed among different
brain areas.
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Red: caudate nucleus

Blue: temporal lobe

Green: spinal cord

Yellow: Brainstem 0.003
Pink: cerebellum

Giatsou et al, AIDS 2020, 34:1609—-1614



EFV (Control)

TFV (Control)

FTC (Control)

Ntshangase et al. ACS Omega 2019, 4, 21169-21177
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Correlates of CSF Viral Escape

0.100 e || = Baseline_CD4 = <=200 —— Baseline_CD4 = >200
== P| + NRTI Regimen ° ° - Plasma ‘D‘ . |
— Other ART Regimen 12+ B csF |
o |
° ° o - I
@ 0.075 o 10 . ° o I
: 3 3 '
= e e N
: : . |
%) S |
O U . e [
% 0.050- 2 8 r -
> o A |
= o RS
2 - S |
5 5 S :
Q- g.025 o =
Q - pamm—d
= )
/ 01 o r= |
o _r
F<.001 CPE Score GSS-Adjusted CPE Score g — —— T T T T T T T T T T
0.000 0 4 10 15 20 0 10 20 30 40 50 60 70 80 90 100 110 120 130
25 -

Follow-up time post treatment (months)

20 -
%15 -
Mukerji, et al, Clin Infect Dis. 2018; 67(8):1182-90 g
Patel, et al, Journal of NeuroVirology (2018) 24:498-505 “210 .
Dravid et al, Medicine (2018) 97:8(€9969) = I
5 1 3
2
N B =
HIV Cerebrovascular CNS tuberculosns Metabolic Seizure disorder NHL

encephalopathy disease Encephalopathy
(HIVE)



CSF HIV RNA (Log10 copies/mL)

EBV DNA in CSF is Associated with
Pleocytosis and Higher CSF HIV RNA

P=0.002 P=0.084 P =0.001 P=0.028
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CSF WBCs (cells/pL)

CSF:Plasma Ratio

VZV Infection, CSF Escape, and
Persistent CSF Abnormalities
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CMV Can Transactivate Latent HIV
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100% A

The Virome of “Sterile” CSF

[ Other DNA Viruses
90% - . Miridoviridae
) [ Papillomaviridae
'.|°3° ke 0 Mi:'niviridae
g 70% A M Poxviridae
HL—) 60% A [ Herpesviridae
(@) 50% A W Phycodnaviridae
gJD M dsDNA Phages
S 40% A M Inoviridae
5 30% 4 M Microviridae
8 [ Caudoviridales
& 20% 1 [ Podoviridae
10% - M Siphoviridae
0% . . . . O Myoviridae
Feces Saliva Urine Fluid Milk CSF Plasma
By subject Percent homologous Percent homologous P-value®
within sample type? between sample types?
CSF 17.38 £ 0.02 4.89 £+ 0.07 0.0984
Body fluids 6.78 £ 0.03 5.32 +£ 0.06 0.3878
Milk 17.00 + 0.15 2.83 +£ 0.06 0.1870
Plasma 11.20 £ 0.08 6.97 £ 0.09 0.3033
Stool 19.18 £ 0.12 2.00 £ 0.08 0.0382
Saliva 54.42 + 0.05 1.76 + 0.04 <0.0001
Urine 9.89 +£ 0.08 1.77 £ 0.04 0.0925
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Number of Contigs Assembled
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Other DNA Viruses
Iridoviridae
Papillomaviridae

W Polyomaviridae

B Mimiviridae

M Poxviridae

W Herpesviridae

M Phycodnaviridae

M Double Stranded DNA Viruses

M Inoviridae

M Microviridae

M Caudovirales

M Podoviridae

M Siphoviridae

B Myoviridae
CSF CSF CSF CSF CSF  Fluid
+ + + + + +
Feces Saliva Urine Fluid Mik Plasma

Ghose et al, Front. Microbiol, 2019. 10:2061



CNS Safety of Dual ART

78 PWH on triple therapy and 19 on dual
therapy were included.

e Dual therapies: 12 InSTI+bPI, 3
INSTI+NNRTI, 2 bPI+NNRTI, 2 bPI+NRTI.

Time on current regimens 18 months (8-
29). Length of plasma suppression was
32 months (14-94).

Groups did not differ in terms of HAND,
demographic, or viro-immunological
features.

Undetectable CSF HIV RNA (73.7% in dual
therapy vs. 78.2% in triple therapy, p=0.67)
and CSF escape (21.1% in dual therapy vs.
19.2% in triple therapy, p=0.86) did not differ.

No difference in depression, anxiety,
neurocognition (in 63 participants) nor in
inflammation, blood—brain barrier integrity,
neuronal damage, or astrocytosis biomarker.
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CNS Safety of Dual ART (DTG+3TC)

Evaluated HIV RNA, neuronal

5000.0 - . : i
injury, and inflammatory 5001 . . " *
biomarkers and (DTG) exposure o] ;
in CSF in 15 adults switchingto
DTG+3TC 2 1000
. . . . %r 50.0 A
All maintained viral suppression : , . ) M
in plasma and CSF at week 48 = ..} © =, U 8L e .
50{ ° ° ° - ‘ o
No increase in CSF biomarkers 25 B . . .
of inflammation or neuronal X0 : . . R
| nj D PCn02teld ...
Median (interquartile range) T 2 5+ 5 & 7 & s 1 10 1 1 14
tOtaI and unbound DTG @ Plasma total DTG A Plasma unboundfl)j;zm NO; CSF total DTG A CSF unbound 1 DTG

concentration in CSF were 7.3

(5.9-8.4) and 1.7 (1.2-1.9) ng/mL
Tiraboschi et al. J Infect Dis 2020, PMID: 33049035



CNS Safety of Dual ART (DRV+ETR)

Single-arm, open-label pilot study of A
PWH initiating ritonavir-boosted i =i
darunavir and etravirine within 30 days of
acute HIV diagnosis

At baseline, 8 of 13 (61%) participants : R
were impaired, 33% were impaired at 24 1% o ¥ 9
weeks and, 30% impaired at 48 weeks.
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improve failed to achieve virologic
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correlated with improved neurocognitive e N— T R e

performance (r=0.82, P<0.005) Gay et al. AIDS 2020, 34:1923-1931



CNS Safety of Monoclonal Antibodies

Broadly Neutralizing Antibodies

Ibalizumab

Resistance mutations

Resistance mutations

Resistance mutations in

Resistance mutations in

ART exposure since first

Class in plasma RNA in PBMC DNA plasma RNA at week 30  CSF RNA at week 30 regimen
NRTI M41L, E44D, D67N, M41L, E44D, D67N, M41L, E44D, D67N, M41L, E44D, D67N, 3TC, FTC, DDI, D4T,
K70Q, V75M, F77L, K70Q, V75M, F77L, V75M, F77L, Y118I, V75M, F77L, M184l, DDC, AZT, ABC, TDF,
M1841, L210W, M1841, L210W, M184l L210W, T215Y TAF
T215Y, K219R T215Y, K219R
EFV, NVP, ETV, RPV
NNRTI E138A, G190A E138A, G190A E138A, V179F, Y181V E138A, V179F, Y181V TPV, SQV, FPV, NFV,
LPV, DRV, ATV
Pl Major mutations: V32l,  Major mutations: V32I, ~ Major mutations: V32I,  Major mutations: V32I,  RAL, DTG
M46L, 154A, 184V, M46L, 154A, 184V, M46L, 154A, 184V, M46L, 154A, 184V,
L9OM L9OM L90OM L9OM
Accessory mutations: Accessory mutations: Accessory mutations: Accessory mutations:  ENF
L33F, T74P L33F, T74P T74P, L33F T74P L33F
InSTI Major mutations: Major mutations: Major mutations: Major mutations: MvC
Q148H, E138A, Q148H, E138A, Q148H, E138A, Q148H, E138A,
G140S G140S G140S G140S
Accessory mutations: Accessory mutations: Accessory mutations: Accessory mutations:  Fostemsavir
T97A, G149A T97A, G149A T97A, G149A T97A, G149A
Tropism  CCR5 (FPR 69.8%) CXCR4 (FPR 3.1%) CCR5 (FPR 57.6%) CCR5 (FPR 64%) Ongoing ART before IBA

start: DTG 50mg

BID + DRV/r 600/
100mg BID +3TC
300mg QD

IBA associated with:
DRV/r 600 mg
BID + ENF 90 mg
BID +MVC 150 mg
BID + FTC/TAF/RPV
200/25/25mg QD

Muccini et al. AIDS 2020.
DOI:10.1097/QAD.0000000000002687

VRCO01 ug/ml

VRCO01 concentrations in CSF were on
average 1000-fold lower compared to
concurrent plasma concentrations in 3
participants

On average, VRC01 was 6% of all IgG in
CSF compared with 2% of all IgG in blood
plasma

Prabhakaran et al. CROI 2020.
Abstract 453



CSF Inhibitory Quotients Accounts for
Interpatient Variability
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TDF + FTC-Based Regimen

CSF ART drug concentrations were available on 55 participants on TDF/FTC-based regimens

Inhibitory quotients (IQs) were calculated for each drug in ART regimen as ratio of measured CSF
concentration to literature values for in vitro inhibitory concentration

Participants were ranked (low to high) by IQs for TFV, FTC, and third ART drug, then drug ranks were
averaged to give an overall rank for the regimen

CSF 1Q values are consistent with the hierarchy of CPE scores (higher IQ = higher CPE), but allow
interpatient variability the CPE does not

Fletcher et al. CROI 2020, Abstract 455



ART Intensification May Benefit
People with HAD (Neuro+3)

Enrolment

Assessed for eligibility (n=63)
Long HIV history or altered CCQ and

Allocation

Follow-up

Analysis

altered FAB<15/18 or mHIV-DS<10/12

Excluded (n=32)

Declined to participate (n=12)

Not meeting inclusion criteria (n=7)
Confounding factors (n=12)

No possibility to improve CPE score (n=1)

Neuro+3 Intervention (n=31)
ARV intensification with increased CPE
scoring 2+3 and total CPE score 29
considering the 2012 ANRS algorithm HIV
genotype

No patient lost to follow-up

ARV intensification:
MVC (n=10); RAL (n=10); DTG (n=11); DRV/r
(n=6); NNRTIs (n=6); NRTIs including ABC (n=4)
ARV change: One patient switched DTG to
DRV/r at W48; 2 patients didn’t switch
for ARV intensification

Analysed patients (n=31)
Reached Study end point (n=31). Considering
the 2016 ANRS algorithm HIV genotype:
Patients with new CPE score <9 (n=9)
Patients with new CPE score>9 (n=22)

Force et al. J Antimicr Chemother 2020,

doi:10.1093/jac/dkaa473

Patients with GDS improvement > 0.5 (%)
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HIV Cure Strategies and Clinical Trials

Tat protem
i CRISPR/Cas9
’ ‘ 5'LTR HIV genome 3'LTR
-~ /_J
K_J ——
Small molecule Tat inhibitors Nucleus HIV mRNA
Gene editing strategies
ZFN/TALEN/CRISPR
Atezolizumab(Tecentriq) Cytoplasm Antisense oligonucleotides il / )
APC/ Avelumab(Bavencio) J_
infected cell Durvalumab(Imfinzi)
| (MCRS
o MHC Il | |HVEM CD48 | GITRL
MHC (/1) Nectin 2 Galectm9
Antigen HRELE 87 A
TIM3 - [y D160 .
PD-1 = 284
R TIGHT] LAG3 ECT[;;“Z) | (CDZM)
CTLA4 [ |
secampr CD226 T = ol"/"bll'o
GTR o ry
ELB021 Stimulgg, ory
T-cell . T TSR022  Relatlimab
Tremelimumab
5 40E4
Pembrolizumab (Keytruda) BMS-986207 TRX518
Nivolumab Opdivo | OMP-313M32
| MTIG7192A
Trial Study drug Target(s) Population Phase
NCT03787095 Cemiplimab PD1 Suppressed HIV on ART 1/2
NCT03239899 Pembrolizumab PD-1 CNS HIV reservoir 1
NCT03367754 Pembrolizumab PD-1 HIV with low CD4+ cell count 1
NCT02595866 Pembrolizumab PD-1 HIV and malignant neoplasms 1
NCT03304093 Nivolumab PD-1 HIV and non-small-cell lung cancer 2
NCT02408861 Nivolumab and ipilimumab PD-1, CTLA-4 HIV and malignant neoplasms 1
NCT03316274 Nivolumab PD-1 HIV and Kaposi sarcoma 1
NCT03407105 Ipilimumab CTLA-4 HIV 1
NCT03094286 Durvalumab PD-L1 HIV and solid tumors 2

LRA Secondary agent(s) No. of patients Status Identifier
Nicotinamide (SIRT1 inhibitor) Dendritic cell vaccine + auranofin + 30 Active NCT02961829
ART intensification
Vorinostat (HDACi) ChAdV63.HIVconsv (ChAd) prime and 60 Active NCT02336074
MVA.HIVconsv boost vaccines
Disulfiram 15 Terminated due to AE NCT03198559
HXTC? 12 Recruiting NCT03212989
Tamoxifen 30 Active NCT03382834
AGS-004 DC therapy 6 Terminated (AGS-004 NCT02707900
supply unavailable) (VOR-VAX)
VRC07-523LS 12 Recruiting NCT03803605
Panobinostat (HDACi) Pegylated IFN-a,, 34 Recruiting NCT02471430
Romidepsin (HDACi) 3BNC117 30 Active NCT02850016¢
MVA vector HIV vaccine + 56 Not yet recruiting NCT03619278
HIVACARO1 (personalized HIV
vaccine) + 10-1074
3BNC117 ab 60 Recruiting NCT03041012
3BNC117 ab 42 Not yet recruiting RV 438
Valproic acid (HDACi) Pyrimethamine 28 Recruiting NCT03525730
Chidamide (HDACi) None 60 Active NCT02902185
CAR-T or TCR-T-cell therapy 40 Recruiting NCT03980691
Euphorbia kansui (ingenol) None 9 Recruiting NCT02531295
(PKC agonist)
Lefitolimod (MGN1703) 10-1047 + 3BNC117 48 Recruiting NCT03837756¢
(TLR9 agonist)
GS-9620 (TLR7 agonist) None 28 Active NCT03060447¢
Pegylated IFN-a, None 54 Active NCT02227277
3BNC117 + 10-1074 21 Not yet recruiting NCT03588715¢
Recombinant human None 10 Active NCT02191098
superagonist IL-15 Haploidentical NK cell adoptive 8 Recruiting NCT03899480

(ALT-803/N-803)

transfer

9Based on data from references 54 and 56. All treatments are in addition to ART, unless otherwise noted.
PHXTC, HIV antigen expanded specific T-cell therapy.
“These studies involve analytical treatment interruption (ATI).

Henderson et al, J Virol 2020; 94: e00375-19.
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Antibody Inorganic Lipid vesicles Polymer/lipid Polymer Hydrogels/
drug-conjugates  nanoparticles nanoparticles micelles implants/
suspensions
@II subsets targeting Gssue targeting \ Long-acting properties\

- Targeting HIV- susceptible - Decreasing dose-related side
cells via CD4 and CCR5 effects

- Targeting HIV-epitope expres-
sing cells such as gp120

- Obtaining lymph drainage via
subcuteanous drug delivery

- Finding an targeting an HIV
latency marker

- Lipid-based nanoparticles to
promote lymph drainage

- Increasing size of compound

- Parental delivery for sustained-
- Overcoming adherence with fewer

- Modulation of physicochemical

\ A A

release

doses

properties to obtain Iong-circulatiy

Andersen & Tolstrup. Viruses 2020, 12, 412;
doi:10.3390/v12040412

LASER: Long-acting slow-effective release

HIV Env and Pol

LASER ART
CRISPR-Cas9
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Dash et al, Nature Communications 2019
doi.org/10.1038/s41467-019-10366-y
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CNS Safety of Analytical Treatment
Interruption

Timing of CNS measures
' Pre-ATI During ATl Post-ATI '

HIV infection
Acute HIV diagnosis, Fiebig | ; B
RV411 : i :
ART ATI " ART resumed
Vorinostat, hydroxychloroquine, p =0.0469
HIV infection maraviroc + ART for 10 weeks
Acute HIV diagnosis, Fiebig I-V prior to ATI
RV409 ‘I-I—q—|_ 0.24+
ART ATl ' ART resumed ()
=
HIV infection VRCO01 bNADb at start of AT, _8 0.22-
Acute HIV diagnosis, Fiebig I-l1I every 3 weeks during AT 3
RV397 —
| | ART I ATI | ART resumed ‘S 0.20+ /
o
Ad26.Mos.HIV & MVA-Mosaic - 0.18-
HIV infection +ART at 0, 12, 24, 48 weeks J
Acute HIV diagnosis, Fiebig I-IV prior to ATI
L] | |
RV405 ~|-|———= .
ART ATI V' ART resumed Pre-ATI During/post ATI
b TS
AIIATI  Median estimated HIV Median3yearson  Median 35 * End of ATI
studies  infection duration of 20 ART prior to ATI days of AT ART resumed with
days before ART confirmed plasma
initiation HIV RNA>1000

copies/mL

Hellmuth et al, Clin Infect Dis 2020. PMID: 32916708
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CRISPR-Based Editing of SIV Proviral
DNA in NHPs

Daily ART administration (tenofovir disoproxil fumarate (TDF),
emtricitabine, dolutegravir, s.q.)
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