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Infezioni trasmissibili con la trasfusione:
fattori di rischio, comunicazione e counselling
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Epidemiologia e fattori di rischio‘di HIV
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Il sottoscritto Leonardo Calza, in qualita di Relatore, dichiara che
negli ultimi due anni ha avuto rapporti anche di finanziamento con i seguenti

- MSD
- Janssen
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Routes of HIV transmission

transmission through blood transmisson
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HIV e trasfusioni di sangue

e Ultimo caso di HIV trasmesso con emotrasfusione in Italia
diagnosticato nel 1995

* Questionario‘e visita medica pre-donazione

» Test NAT (Nucleic Acid Test) eseguito-su-tutte le-unita di'sangue
raccolto (ricerca HIV, HBV, HCV, Treponema pallidum, West Nile, etc.)

* Periodo finestra per HHV:'5 gg
2009: rischio di-HIV pari a1 su 1.2 milioni di unita
2019: rischio di HIV pari a 1 su 45 milioni di unita

* Oggila probabilita di contrarre HIV con una trasfusione e considerata
trascurabile
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Adults and children estimated to be living with HIV | 2023
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Estimated number of adults and children newly infected with HIV | 2023
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Total: 1.3 million [1.0 million—1.7 million]



Estimated adult and child deaths from AIDS | 2023
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Children (<15 years) estimated to be living with HIV | 2023
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Total: 1.4 million [1.1 million—1.7 million]



Estimated number of children (<15 years) newly infected with HIV | 2023
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About 3600 new HIV infections (adults and children) a day | 2023

® About 50% are.in sub-Saharan-Africa
® About 320 are-among children.under 15 years of age

® About 3200 are among adults aged 15 years and older, of whom:

— almost 44% are among women
— about 30% are among-young people (15-24)

— about 17% are among young women (15-24)



Number of new HIV infections, global, 1990-2023, and 2025 target
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Declines in numbers of new HIV infections are strongest in sub-Saharan Africa

Figure 0.2 Change in number of new HIV infections, 2010-2022, and number of new HIV infections, 2022, global
and by region
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Source: UNAIDS epidemiclogical estimates, 2023 (hitps./faidsinfo.unaids.orgf).




Figure 2. Distribution of adult new HIV infections, global and by region, 2010 and 2022
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Number of AIDS-related deaths, global, 1990-2023, and 2025 target
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Farmaci Antiretrovirali, 2024

Zidovudina (AZT, ZDV)
Lamivudina (3TC)
Emtricitabina (FTC)
Abacavir (ABC)
Tenofovir (TDF, TAF)

Inibitori/non nucleosidici della’trascrittasi
inversa (NNRTI):

Nevirapina(NVP), Efavirenz(EFV),

Etravirina (ETV);Rilpivirina (RPV), Doravirina
(DRV)

Inibitori dell’integrasi:

Raltegravir (RGV), Elvitegravir/c (EVG),
Dolutegravir (DTG), Bictegravir (BIC),
Cabotegravir (CAB)

Inibitori della proteasi
(PI):

Lopinavir/r (LPV)
Atazanayir (AT\)
Darunavir (DRV)

hibitoridell3

l.| i . 'h '-3 \L.,t‘
Enfuvirtide(T20)
Maraviroc (MVC)



HIV after starting ART

START TREATMENT

+

Viral load

(copies/mL)
Viral load
when starting
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Access to HIV treatment
continues to expand

Approximately 30.7 million [27.0 million-31.9 millicn] of the estimated

39.9 million [36.1 million—44.46 million] people living with HIV globally were
receiving antiretroviral therapy in 2023 (Figure 0.5). This is a landmark public
health achievement. As recently as 2015, global treatment coverage was
only 47% [38-55%]—but in 2023, it stood at 77% [61-89%].

Figure 0.5 Number of pecple receiving antiretroviral therapy, 2010-2023, global, and 2025 target
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HIV treatment averted almost 21 million AlDS-related deaths between 1996 and 2022

Figure 0.1 Number of AIDS-related deaths: current situation versus scenario without available antiretroviral

therapy, 1990-2022
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Source: UNAIDS special analysis of epidemiological estimates, 2023,




NUMBER OF NEW HIV INFECTIONS AND AIDS-RELATED DEATHS, WESTERN AND
CENTRAL AFRICA, 2000-2020
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Source: UNAIDS epidemiclogical estimates, 2021 (https://aidsinto.unaids.org/).



Map 1a: HIV diagnoses per 100 000 population, 2022
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Figure A: Estimated new HIV infections and reported HIV diagnoses in the EU/EEA and WHO European Region,
2013-2022

250 000 w==e WHO European Region estimated infections

- w—  WHO European Region diagnoses
E E Gt stimated infections
§ E JE iagnoses
& .S 150000
S5 P00
g

=
-
T ¥
2 S 100000+
£z
EE

= G50 000- ZI3N
§ (&) World Health
& e &84V Organization

o

w

r : I J ' I I J ! toress cevTie ron REGIONAL OFFICE FOR EIII'OPE
= -

2013 2014 2015 2016 2017y 2018 2019 2020 2021 2022 ARGl

Year of diagnosis

Shaded areas represent uncertainty intervals around the best estimate.
Note: Data from Andorra, Monaco, Turkmenistan, and Uzbekistan were excluded due to inconsistent reporting during the period.



Figure 1.16b: Percentage of HIV diagnoses, by year of diagnosis and transmission mode, EU/EEA, 2013-2022
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Notes: Cases where transmission route was unknown or other are not presented here. HIV diagnoses reparted by Poland excluded due to incomplete reporting on
transmission mode during some years of the previous decade.



Figure 1.16a: HIV diagnoses, by year of diagnosis and transmission mode, EU/EEA, 2013-2022
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Table A: Characteristics of new HIV and AIDS diagnoses reported in the WHO European Region, the EU/EEA, and West,
Centre and East of the WHO European Region, 2022

[ WHO European Region
Reporting countries/number of countries®
Number of HIV diagnoses
Rate of HIV diagnoses per 100000 population
Percentage age 15-24 years

_i".j!ﬁl_e -to- female n_it_l_{:
Percentage of migrants®

Sex between men

Hutemsexualtransm;ssmn [men} 14,6%
Heterosexual transmission (women) 19.0%
Injecting druguse S : R1.1% 4.3%
Mother-to-child transmlssmn 0.6% 1.1% 0.8% 0.4% 1.2%
Unknown 10.8% _ 23.6% , 52.8% , 2.4% 27.3%
Percentage HIV diagnoses (D4 <350 cells/mm? 50.6 46.2 44.5 55.1 47.9%
Number of AIDS diagnoses® 7220 _ 1873 825 4522 2349
Rate of AIDS diagnoses per 100000 population | 11 05 04 | b4 0.6

a Mo data reported by Andorra, Monaco, Turkmenistan and Uzbekistan.
b Migrants defined as originating from outside of the country in which they were diagnosed
c No data reported by Andorra, Bosnia and Herzegovina, Germany, Monaco, North Macedonia, Russian Federation, Sweden, Turkmenistan or Uzbekistan.
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AGGIORNAMENTO DELLE NUOVE DIAGNOSI
DI INFEZIONE DA HIV E DEI CASI DI AIDS
INITALIA AL 31 DICEMBRE 2022
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Figura 1 - Nuove diagnosi di infezione da HIV e incidenze corrette per ritardo di notifica (2012-2022)
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Incidenza HIV: numero di nuove diagnosi HIV per 100.000 residenti in Italia e nelle principali aree geografiche europee.
Fonti: Sistema di Sorveglianza HIV nazionale, ECDC/WHO. HIV/AIDS Surveillance in Europe 2023-2022 data (1) [ 2
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Figura 7 - Incidenza delle nuove diagnosi di infezione da HIV per classe di eta (2018-2022)
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Modalita di trasmissione 2022
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{a) MSM: maschi che fanno sesstorrmaschi; (b) IDU: Injecting Drug Users, consumo di droghe per via inlettiva

Distribuzione percentuale delle nuove diagnosi di infezione da HIV per modalita di trasmissione 2022.
Fonti: Sistema di Sorveglianza HIV nazionale, ECDC/WHO. HIV/AIDS Surveillance in Europe 2023-2022 data (1)
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Il sommerso sostiene le nuove infezioni

casi di £1IDS

soggetti HIV positivi

soggetti HIV
positivi
inconsapevoli

Paese §t|ma soggett.l
inconsapevoli
Repubblica 20-25%
Ceca
Danimarca 15-20%
Francia 30%
| Gérmania_ . 25-30%

A Italia 25%
Lettonia 50%

\ Olanda 40%
Polonia > 50%
Slovacchia 20-30%
Svezia 12-20%
Regno Unito 30%
MEDIA UE = 30%
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Late presenters™ 2022
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(*) Late presenters: nuove diagnosi di infezione da HIV con numero di linfociti CD4 <350 cell/ul.
Fonti: Sistema di Sorveglianza HIV nazionale, ECOC/WHO. HIV/AIDS Surveillance in Europe 2023-2022 data (1)



Unawareness of HIV:
which risks?

Unaware of HIV status

Higher transmission
rate

y v

Patient Population

Late diagnosis



Late diagnosis

* Increased HiV-related marbidity and mortality (AIDS- and
non-AlDS-related illnesses)

e Shortersurvival

* Poor response to-treatment
* Increased-transmission rate
* Increased healthcare costs



Causes of late diagnosis

 Unawareness of patients

* Unawareness of clinicians

* Barriers to testing

e Barriers-to healthcare system

e Stigma and worry

e Social, culturaland linguistic factors



HIV e giovani adulti (1)

Scarsa conoscenza dei comportamenti a-rischio
Modelli di riferimento spesso ingannevoli
Scarsa informazione e consapevolezza della gravita dell’infezione da HIV

Decorso spesso asintomatico delle/infezioni e difficolta nello svolgere le indagini
diagnostiche

Barriere all'accesso ai-servizi-sanitari per ragioni'sia-economiche sia di
organizzazione degli stessi rispetto alle esigenze degli adolescenti

Barriere legate a fattori economici, culturali, sociali e religiosi



HIV e giovani adulti (2)

Prognosi peggiore ad ogni-stadio dell’HIV Care Cascade rispetto agli adulti in eta piu
avanzata

Tassi di soppressione virologica piu bassi negli adolescenti e nei giovani adulti
Aderenza alla terapia ARV spesso'subottimale

Retention in care spesso-inferiore per multipli-fattori psicosociali

Pochi studi sui modelli di implementazione della retention in care

Pochi dati disponibili.e spesso hon-confrontabili

Gravi conseguenze sull’epidemia globale



CDC HIV Care Continuum 2020
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Factors underlying adolescent retention
in low and middle-income countries

Stigma and fear of disclosure within the family, school, and work
environments

Lack of financial, family orsocial support
Distance to clinic

Inflexible clinic hours

Staff shortages

Pill burden

Antiretroviral drug side effects

Lack of policies addressing adolescents and young adults
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9 0 9 U 9 0 W By 2020, 90% of all people living with HIV

will know their HI'V status.

B By 2020, 90% of all people with diagnosed

An ambitious treatment target  ° v e it

antiretroviral therapy.

to help end the-AlDS epidemic_ = s et porircav

un;tirﬂmnm! therapy will have viral
suppression.

THETHEATMENT TARGRL

diagnosed on treatment virally suppressed

(UNAIDS, 2013)



2025 AIDS
TARGETS

95,

of women access HIV and
sexsl and reproduciive
health services
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HIV service cascade, global, 2021

95-95-95 targets by 2030 (displayed
here):

-95 percent of people living with HIV
know their status

-95 percent of people living with HIV
who know their status are receiving
treatment

-95 percent of people on treatment have
suppressed viral loads

Paople living with HIV Aware of HIV status On treatment Viral load suppressed

The denominator is the value from the previous bar in the last three bars. For
Source: UNAIDS/WHO estimates example, 88% of people who were aware of their status were receiving ART.

Updated: July 2022 H*;J,WOI‘ld Health

'*':;-.'.—-'V ¥ Organization



HIV service cascade, global, 2021

People living with HIV Aware of HIV status On treatment Viral load suppressed

95-95-95 targets by 2030:

-95 percent of people living with HIV know
their status

=95 percent of people living with HIV who
know their status are receiving treatment
-95 percent of people on treatment have
suppressed viral loads

This results in the targets of 90% of all HIV
positive people on treatment and 86% of all
HIV positive people achieving viral
suppression (displayed here).

Source: UNAIDS/WHO estimates The denominator is “People living with HIV” in the last three bars.

Updated: July 2022

World Health
Organization




Progress towards 90-90-90 and 95-95-95 targets of the HIV

service cascade, by WHO region, 2021
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95-95-95 INDICATORS FOR PEOPLE AGED 15+

LIVING WITH HIV, SOUTH AFRICA, 2022

70

Adults Living with HIV (%)

7% 82.3% .ﬁ- 70. / 87.8% — 2017

Total
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Early identification of HIV

More active-and more-widespread offer of HIV testing
Better' knowledge of HIV)symptoms

More consciousness.ofigeneral-practitioners
Better.awareness of exposures at risk
Improve.retention incare strategies

Contrast stigma



Who to Target

General Pregnant Women, Groups at higher risk | Contacts of Individuals
Population Partners, Infants (ex: MSM, PWID, FSWs) with HIV
Health Facility Based Testing Community Testing

Where: Qutpatient,
Inpatient, Emergency
Department, Antenatal Clinic, |
Immunization Clinic, Family
Planning Clinic, TB Clinic / [ (

What: VCT, PITC (target JAS
blanket), Couples test )

Universal (opt-out), Peri

testing, Integrated vs Refe

iviobile Clinics

= x-- =

Adjunct Interventions
Stigma Reduction Incentives

Community  Youth-Friendly
Mobilization ‘Services

Peer Referrals  Contact Tracing

Extended Hours ~ SMS Communication

HIV Testing Implementation

(Mannoh I et al., AIDS Behav 2022)



Targets The COVID-19 impact Strength of the impact Opportunities for the future
95% ol PLHN krow ther HIW # Heduction in rumbsar of HV-tests = The murmbar of HIV-tests dacreased Incraazing the availability of HIV
siatus. rangng frorm 47,6 to 80% in Apal sall-testng and rapid test
2020 in South Aldca and Peru, screening in non-nospdal sattings
30% in Uganda, and 20% n faly. Includeng communay, instead of
in-parson vists.
95% of PLHN who kaow thair # Decregzad number of = The median number of ART The naar-raal-time dady data on
status mitiate traalrmeand, ART indmbions. imtiatons per wesk dacreased from COVID-13 cases and monaity

5% on treatmant am virally

Impact of the COVID-19 Pandemic on
the UNAIDS Six 95% HIV Control
Targets

(Jiang T et al., Front Med 2022)
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malecular lasting far HIV 1o testing
for SARS-Col-2. HIV Viral lbad
testing coverags has decroaged
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Undetectable=Unftransmittable

S

Viral load before
HIV treatment

Viral load during
HIV treatment

TasP
Therapy as Prevention




Global antiretroviral therapy coverage over time, 2000-2021
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ART coverage by sex among adults, by WHO region, 2021

100%

90%

80%

T0%

605

il

0%

40%

0%

200

109

o~

74% B3%  75% B3%  73% BAX  74% V6%  59% 67%  60% 69%  25% 31%  B2% 74%

0%
Giobal African Region Eastern and Western and Region of the South-East Asia European Region Eastern Western Pacific
Southem Africa Central Africa Americas Region Mediterranean Region

Region

Source: UNAIDS/WHO estimates

World Health

¥ Organization




100

93 90
90 g6 86 86
82 81
b=y 78
80
'*EE' 72 .
[-¥]
o
=70 66 63
g 61 60 60
g 60 55
Q 50 15 22
E 50
= 42
Z 40 I
=
£ 30
g . - Figure 2: Percentage increase in ART Coverage from 2015 to 2020 by Countries
T 20 ~ ~
& | ===
10 , o —
0 : 7 \ B
[
& 2 2> oy s i ] & /
) & o ¥ N n o &> &
& P ¢ & o S 3
S ¥ ¢ ¥ ¢ ¢ W & TV
P ;_p" av
&
Countries j
2015.m 2020
\ : 4 st
*620 000

(Babatunde AO et al., ] Med Virol 2022)

Nigefla+———
*1 700 000
seggs Uganda +

p—— *1400 000 *1 400 000
**90%
Key: increase in ART - oa%
Coverage (2015 2000) Tanzania
*1 700 000
. i Zambia “*a2%
.51-m *1 500 000 seeT1%
*"B1% Malawi Maozambigue
- *=*35% =330 000 *2100 000
"rEEN 68N

*People living with HIV, 2020 weagyag wwngang
[UNAIDS, 201a)
**ART Coverage, X020
|UNAIDS, 2021b) *1 300 000
***percentage Increase in ART ssg3ag
coverage from 2015-2020 ey |9
[UH.NDS.NHII'_I




a3 for Disease Codirol ond Preventic

MMWR | PrEP: An Essential Tool to End HIV

Pre-exposure More PrEP Use Healthcare Providers
Prophylaxis (PrEP) is Needed Can Help End HIV!

e A powerful way to PrEP usc up | # Test for HIV
prevent HIV irom 6% to 35%
"\ \ o @) Assess
among MM patient risk

¢ Used daily,

PrEP PrEP use @ Prescribe PrEP

dramatically still too low, as needed

reduces especially

risk of among Black % rlt,:sit?r?:gs* o
acquiring HIV and Hispanic be
through sex MSM

Foofnote: Data from GDC's National HIV Behavioral Survelllance (NHBS) (20 cities) as reported in Finlayson et al. MMWR 2019, bit.ly/CDGVA29
*PrEP clinical practice guidelines. htips:/Avww.cdc.gov/hiv/pdi/risk/prep/cdc-hiv-prep-guidelines-2017.pdf WWW.CDC.GOV
**Men who have sex with men
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(Chou R et al., JAMA 2019)

No. of Events/Total

Risk Ratio

Source PrEp Placebo (95% CI)
Tenofovir disoproxil fumarate

Baeten et al,12 20122 17/1572 26/793 0.33(0.18-0.60)

Choopanya et al,14 2013 17/1204 33/1207 0.52(0.29-0.92)

Grohskopf et al,18 2013P 0/201 7/199 0.07 (0.00-1.15)

Marrazzo et al,27 20152 52/1007 30/504 0.87 (0.56-1.34)

Peterson et al,%0 2007 2/427 6/432 0.34(0.07-1.66)

Subtotal 88/4411 12/3135 0.49 (0.28-0.84)

12=58%; x3=9,50 for heterogeneity, R=.05; 12=0.19

Overall effe_ct: z:_2.60, P:_.OO9 y
Tenofovir di_soproxil_fumarat_e/(_emtrici’gatgine

Baeten ef al,12 2012 13/1568)
Grant et'a’17-2010 b 3844251/
Marrdzzo et al, 272015 6141003
McCormack et al,31 20168 | ' 3/268
Molinaet at:33 20150 N\ 2/199
Mutua et 2392012 NS s
Thigpen et al,42 2012 10/601
Van Damme et al,*3> 2012 31/1024
Subtotal 158/5962

72/1248
??0/5(?5
20/255

i4/2b_1 &

1/24
26/606
35/1032

224/4664

12=74%; x2=27.08 for heterogeneity, P <.001; 12=0.30

Overall effect: z=3.31, P <.001
Overall
Subtotal

246/10373

326/7799

12=67%; X;5=36.59 for heterogeneity, P <.001; 12=0.22

Overall effect: z=4.34, P<.001

Subgroup differences: 12=0%; x4 =0.07 for heterogeneity, P=.79

767793 |

| 0.257(0.13-0.49)|

0.53.(0.36-0.77)
1,02.(0.67-1/56)
0.14 (0.04-0.47)
0.14 (0:03-0.63)
0.17.(0.61-4.03)
0.39 (0.19-0.86)
0.89 (0.55-1.44)
0.44 (0.27-0.72)

0.46 (0.33-0.66)
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How Does It Work?

Some of the
same medicines
prescribed for
the treatment
of HIV can also
be prescribed
forits
prevention

When taken every
day, PrEP can
provide a high level
of protection against
HIV, and is even
more effecti

it is combi

condoms :
prevention tools

WITH
MEDICINE

‘their health care
provider eve

‘3 months for
follow-up and
prescription refills

Some people in clinical studies of PrEP had early side effects such as an upset
SIDE stormach or loss of appetite, but these were mild and usually went away in the first

month. Sa
observed. You

EFFECTS

ople also had a mild headache. No
1ould tell your health care provider
become severe or do not go away.

e effects were
se or other symptoms

Detecting substantial risk
of acquiring HIV infection:

summary of Guidance for PrEP Use

Meiy Who Have Sex With Men

= Sexual partner with/HIV

+ Recent bactarial ST

- _High number of sex
partners

=~History of inconsistent or
no condom use

- Commencial sex wark

Hererosexual Women and Men

= Sexual partner with HIV

= Recent bacterial STD

= High number of sex
partners

=~Histcry of inconsistent or
no comdom use

= Comrnerncial sex work
Lives in high-prevalence
area or network

Injection Drug Users

= HIV-positive injecting
partner

= Sharing injecticn
equipment

= Recent drug treatment
(but currently injecting)

Clinically eligille:

Prescription

Other services:

= Documented nagative HIV test before prescribing PreEP
= Nosigns'symptoms of acutsHIV infection

= MNormal renzl function, no contraindicated medications
= Documented hepatitis B virus infection and vaccination status

Daily, continuing, oral doeses of TDF/FTC (Truvadal, =20 day supply

= Follow-up visits at least every 3 months to provide:
= HIV test, medication adherence counseling, behavioral risk reduction support,
side effect assessment, STD symptom assessment

= At 3 months and every & months after, assess renal function

= Every & months test for bacterial STDs

= Do oralfrectal STD testing

= Assess pregnancy intent
= Pregnancy test every 3
months

= Access 1o clean needles’

syringes and drug
treatment services

Source: US Public Health Service. Preexposure proghylaxis for the prevention of HIV infection in the United States —2014: a clinical practice guideline.
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long-acting injectable ¥
t

reatment for HIV patients

Ny

* Approved therapiesfor HIV.now include once-daily oral regimens.containing 2 or 3 antiretrovirals

¢ Despite the succtess of daily arattherapy, considerable interest-exists in LA treatment options

*, Cabotegravir (CAB) is an HIV:l.integrase strandtfansfer inhibitor

=, Oral’30 mg tablet: t,, = 40 hours L'Q\“

Long-acting IM injection, 200 mg/mL: t,. = 40 days

— Qral 25 mg tablet: t,. = 50 hours N
— Long-acting IM injection, 300 mg/mL: t,. = 90 days

Rilpivirine (RPV) is an HIV-1 non-nucleoside reverse transcriptase inhibitor & i

LATTE-2: CAB LA + RPV LA given every 4 or 8 weeks maintained HIV-1 RNA <50 ¢/mL for >3 years'

Two pivotal phase 3 studies (ATLAS? and FLAIR) have reached their primary endpoints at 48 weeks

CAB, cabotegravir; IM, intramuscular; LA, long-acting; RPV, rilpivirine; t,,, half-lite.
1. Margolis D, et al. HIV Glasgow 2018; UK. Poster 118; 2. Swindells S, et al. CROI 2019; Seattle, WA, Abstract 1475.
Orkin C. of al. CROI 201%; Seaitie, WA, Absiract 3847,



Stigma reduction interventions in people living
with HIV to improve health-related quality of life

Key Message Panel

* HIV-related stigma and discrimination remain major obstacles for reaching good health-
related quality'ef life (HRQoLy:

+ DPespite considerabléeffortsito.combat HIV-ralated stigma and discrimination, the effects
éxperienced by peoplelivingwithyHIV are insufficiently evaluated and documented.

& /There isa lack'of well-degigned-interventioen studies that'docwment stigma reduction.

* Few intervention€ spegificallyassessed the-impaet of HIVstigma on HRQoL

¢ Few interventions ifivalved peopléliving with HNV in eithérthe design or implementation,
although\the existing evidence shows the impertance ofthis for felevant and sustainable
impact

»_Evidence remains scarce on methods to reduce'\HIV stigma among several key populations
andin-many geographic regions.

* Further research is required on how to address intersectional stigma for populations
disproportionally affected by HIV, and on how to prevent discrimination from healthcare
providers outside HIV-specific care, a growing concern to reach the 4th 90 as it
undermines health seeking for mental health disorders and other comorbidities.

(Andersson GZ et al., Lancet HIV 2020)



THE AIDS EPIDEMIC
SRYDEENUEIRT SN

WITH YOUR HELP

Treat

Diagnose all individuals [uia=ciasizeiall=nn f 81 ve S Respond ¢juickly to
with HIV as early as rapidly and effectivel\ to missiol VAVE (31 SRR tentiabHINVECT o eak
possible. reach sustained virai _ ant | to get needed
suppression. < prevention and
treatment <=rsices to
people who need them.
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