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Il sottoscritto SILVIA NOZZA in qualità di Relatore del corso ECM consapevole che
chiunque rilasci dichiarazioni mendaci è punito ai sensi del codice penale e delle
leggi speciali in materia, ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17 del
Reg. Applicativo dell’Accordo Stato-Regione del 5 novembre 2009
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che negli ultimi due anni ha avuto i seguenti rapporti anche di finanziamento con
soggetti portatori di interessi commerciali in campo sanitario:
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Il rischio di trasmissione dell’HIV

- Rapporto anale ricettivo con eiaculazione: 1,43%

- Rapporto anale ricettivo senza eiaculazione: 0,65%

- Rapporto vaginale con eiaculazione: 0,1% (RR 2,14-
3,63 in presenza di IST)

- Rapporto orale ricettivo con eiaculazione: 0,02%

- Rapporto anale insertivo: 0,06%

- Rapporto vaginale insertivo: 0,082%

Adattato da Linee Guida SIMIT





CDC: Selecting Appropriate Candidates for PrEP

MSM

 Any male sex partner in past 
6 mo

 Not in monogamous 
relationship with a recently 
tested, HIV-negative man

And ≥1 of These Criteria
 Any anal sex without a condom 

in past 6 mo
 Bacterial STI (syphilis, 

gonorrhea, or chlamydia) in 
past 6 mo

People Who Inject Drugs

 Any injection of drugs not 
prescribed by a clinician in 
past 6 mo

And ≥1 of These Criteria
 Any sharing of 

injection/drug preparation 
equipment in past 
6 mo

 Risk of sexual acquisition

Heterosexual Women/Men

 Any sex with opposite sex 
partner in previous 6 mo

 Not in monogamous 
relationship with a recently 
tested, HIV-negative partner

And ≥1 of These Criteria
 Infrequent condom use with 

≥1 partner(s) with unknown 
HIV status at substantial risk of 
HIV infection (PWID or MSM)

 Is in ongoing relationship with 
HIV-positive partner with 
unsuppressed HIV-1 RNA

 Bacterial STI (syphilis, 
gonorrhea in females/males) 
in last 6 mo

In any category, individual expected 
to be an adult or adolescent 

weighing >35 kg without acute or 
established HIV infection
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Indicazione alla PrEP

epatite A



Clinical Approach to Initiating PrEP

• Documented HIV-negative test (antigen/antibody test preferred) within 1 wk of initiating PrEP

• No signs/symptoms of acute HIV infection in preceding month or on day of evaluation

• Renal function requirements

• FTC/TDF: CrCl >60 mL/min 

• FTC/TAF: CrCl >30 mL/min (or CrCl <15 mL/min if receiving chronic 
hemodialysis)

• Documented HBV infection and vaccination status: vaccinate if susceptible

• Test for HCV infection and link patients with HCV infection to HCV care provider

• Screen for STIs; offer HAV and HPV vaccination

CDC. PrEP Guidelines. 2017. FTC/TAF PI. FTC/TDF PI. 



Risk Group Daily FTC/TDF
On-Demand (2:1:1) 

FTC/TDF
Daily FTC/TAF I.M. CAB

MSM
Approved, 
guideline 

recommended

Off-label, guideline 
recommended

Approved, guideline 
recommended

Approved, guideline 
recommended

TG women
Approved, 
guideline 

recommended

Off-label, not 
recommended

Approved, guideline 
recommended

Approved, guideline 
recommended

Heterosexual 
women

Approved, 
guideline 

recommended

Off-label, not 
recommended

Off-label, not 
recommended, studies 

underway

Approved, guideline 
recommended

Heterosexual 
men

Approved, 
guideline 

recommended

Off-label, not 
recommended

Approved, guideline 
recommended N.A.

TG men
Approved, 
guideline 

recommended

Off-label, not 
recommended

Off-label, not 
recommended (unless 
risk from anal sex only)

Approved, guideline 
recommended

PWID
Approved, 
guideline 

recommended

Off-label, not 
recommended

Off-label, not 
recommended

N.A.

Summary of PrEP Eligibility by Regimen



ANRS IPERGAY: On-Demand Oral FTC/TDF PrEP in MSM at High Risk for HIV 
Infection

• Double-blind, randomized study of 
on-demand FTC/TDF vs placebo as PrEP*

• Men and TG women who have sex with men, with 
unprotected anal sex with ≥2 partners in ≤6 mo

• AMPrEP study: when MSM offered both daily and on-
demand options, they choose both and they alternate 
between them depending on their circumstances4

• On-demand FTC/TDF should not be used for heterosexual 
men and women, TG men and women, or those with HBV 
infection3

1. Molina. NEJM. 2015;373:2237. 2. Molina. Lancet HIV. 2017;4:e402. 
3. WHO. apps.who.int/iris/bitstream/handle/10665/325955/WHO-CDS-HIV-19.8-eng.pdf. 4. Hoornenborg. Lancet HIV. 2019;6:e447. 

1 dose
FTC/TDF

48 hrs after first 
dose

1 dose
FTC/TDF

24 hrs after 
first dose

Sex

1 dose
placebo

1 dose
placebo

Sex

*On-demand PrEP strategy not FDA approved. 

Study Phase N
Total 

Follow-
up, PY

Median 
Pills/Mo

Risk 
Reduction, 

%

P
Value

Placebo 
controlled, 
randomized1

400 431.3 15 86 .002

Open-label 
extension2 361 518 18 97 NR

On-demand regimen for each sexual intercourse3

 2 FTC*/TDF tablets 2-24 hr before sex; 1 FTC*/TDF tablet 
24 hr after the first drug intake, and 1 FTC*/ TDF tablet 
24 hr later

In case of multiple subsequent sexual intercourses3

 1 FTC*/TDF tablet per day until the last sexual 
intercourse, then 1 FTC*/TDF tablet per day for 2 further 
days

*FTC and 3TC considered interchangeable by WHO.
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DISCOVER: Daily Oral FTC/TAF Noninferior to Daily Oral FTC/TDF for HIV 
Prevention in MSM and TG Women

• Primary analysis conducted 
when 100% completed Wk 48, 50% completed 
Wk 961

• Noninferiority of FTC/TAF maintained:

• In sensitivity analysis excluding 
5 suspected baseline infections1

• IRR: 0.55 (95% CI: 0.20-1.48)

• Through Wk 96 analysis2

• IRR: 0.54 (95% CI: 0.23-1.26)

FTC/TAF
(n = 2670)

FTC/TDF
(n = 2665)
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1. Mayer. Lancet. 2020;396:239. 2. Ogbuagu. Lancet HIV. 2021;8:e397. 



DISCOVER: Wk 96 Safety With Daily Oral FTC/TAF vs 
Daily Oral FTC/TDF 

• FTC/TAF and FTC/TDF were well tolerated
• Discontinuations due to AEs: 1% to 2%

• Significantly better bone and renal safety 
outcomes with FTC/TAF vs FTC/TDF 
(P <.001)

• Median percent Δ from baseline to Wk 
96 in ratios of proximal tubular proteins 
(retinol-binding protein and β2-
macroglobulin) to creatinine 
significantly lower with FTC/TAF vs 
FTC/TDF (P <.001)

• In bone safety substudy (n = 375), hip 
and spine BMD Δ significantly more 
favorable with FTC/TAF vs FTC/TDF (P
<.001)

Outcome FTC/TAF FTC/TDF

Median body weight Δ, kg
 Wk 48
 Wk 96

+1.0
+1.7*

+0.0
+0.5

Median BMI
 Baseline
 Wk 48
 Wk 96

25.3
25.6

25.9*

25.3
25.3
25.4

*P <.001 vs FTC/TDF.

Ogbuagu. CROI 2020. Abstr 92. Ogbuagu. Lancet HIV. 2021;8:e397. 





HPTN 083: Background

 HPTN 083: ongoing phase IIb/III randomized controlled trial of long-acting 
injectable cabotegravir in HIV-uninfected MSM and TGW at increased risk of 
HIV infection

‒ Efficacy and safety previously reported (both prespecified and post hoc analyses 
of the blinded period)1-4

‒ Combined with results from HPTN 084,5 data show LA CAB superior to daily oral 
FTC/TDF for HIV PrEP

 Current analysis: efficacy and safety of an additional yr of follow-up during 
the unblinded period in HPTN 0836

1. Landovitz. AIDS 2020. Abstr OAXLB0101. 2. Landovitz. NEJM. 2021;385:595. 3. Marzinke. CROI 2021. Abstr 153. 
4. Marzinke. J Infect Dis. 2021;224:1581. 5 Delany-Moretlwe. HIVR4P 2021. Abstr HY01-02. 6. Landovitz. CROI 2022. Abstr 96. Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


HPTN 083 Updated Safety and Efficacy: LA CAB for PrEP

 International, randomized, double-blind phase IIb/III study1,2

HIV-uninfected MSM and TGW 
aged ≥18 yr at high risk of HIV 

infection; no HBV/HCV infection; 
no contraindication to gluteal 
injection, seizures, or gluteal 

tattoos/skin conditions
(N = 4566)

CAB 30 mg PO QD + 
PBO PO QD
(n = 2282)

FTC/TDF PO QD +
PBO PO QD
(n = 2284)

LA CAB 600 mg IM Q2M + 
PBO PO QD for ~3 yr

FTC/TDF PO QD +
PBO IM Q2M for ~3 yr

Wk 5

Step 1 Step 2

FTC/TDF PO QD 
for 1 yr

Step 3

1. Landovitz. NEJM. 2021;385:595. 2. Landovitz. AIDS 2020. Abstr OAXLB0101. 3. Landovitz. CROI 2022. Abstr 96.

 Previously reported 13 incident infections with CAB vs 39 with FTC/TDF; 1 incident CAB infection 
was later readjudicated to a BL infection (updated HR: 0.32; 95% CI: 0.16-0.58)2

 Current analysis of additional infections after 1 yr of follow-up after unblinding3

Unblinded with 1.4 (IQR: 0.8-1.9) yr 
median per participant follow-up

Slide credit: clinicaloptions.com

http://www.clinicaloptions.com/


HPTN 083: Updated HIV Incidence During Primary 
Blinded Phase and 1 Yr Unblinded Phase

Landovitz. CROI 2022. Abstr 96. Reproduced with permission.
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HPTN 083: HIV Incidence in Combined Efficacy Analysis

Landovitz. CROI 2022. Abstr 96. Reproduced with permission.
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HPTN 083: Adherence by TFV-DP Dried Blood Spots and 
Person-Time by Region

Landovitz. CROI 2022. Abstr 96. Reproduced with permission.

Adherence to FTC/TDF 

TVF-DP in DBS
Updated Primary 

Blinded Period

TVF-DP in DBS
Year 1

Unblinded 
Period

TVF-DP in DBS
Combined

Period

100

75

50

25

0

TFV-DP Categories
≥1250 fmol/punch
700 - <1250 fmol/punch
700+ fmol/punch
350 - <700 fmol/punch
LLOQ - <350 fmol/punch
BLQ

73%

34%

39%

10%

9%

9%

59%

27%

32%

10%

12%

19%

67%

28%

39%

13%

10%

11%

Person-Time 
by Region, %

Primary 
Blinded Phase

Yr 1 Unblinded 
Phase

US 47 22

Latin America 32 54

Asia 18 20

Africa 3 3

Slide credit: clinicaloptions.com

%

http://www.clinicaloptions.com/






-1030 individuals (986 MSM, 96%): 52/1030 (5%) of the 
HIV positive individuals reported recent PrEP.

-36/52 (69%) daily PrEP; 16/52 (31%) were taking event-
based dosing

-33/52 (63%) were sourcing PrEP outside a clinical setting

Reasons for failure:
-24/52 (46%) reported inadequate adherence (11 on a 
daily regimen, 13 on EBD), 
-9/52 (17%) had issues with PrEP supply resulting in its
discontinuation, 
-5/52 (10%) interrupted PrEP after starting a monogamous
relationship, 
-3/52 (6%) did not plan to have sex, 
-3/52 (6%) chose to interrupt PrEP 
-1/52 (2%) was taking raltegravir
-7/52 (13%) no reseason identified



Baseline characteristics
HIV+ reporting 

recent PrEP 

exposure, n=52 

HIV+ with no recent PrEP 

exposure, 

n=978 
p 

Age, years (IQR) 34 (28-42) 32 (27-40) 0.52 

MSM, n (%) 51 (98)* 935 (95) 0.42 

White ethnicity, n (%) 34 (65) 644 (66) 0.54 

UK-born, n (%) 18 (35) 326 (33) 0.88 

Baseline HIV viral load, log10 n (IQR) 3.48 (2.56- 4.88) 4.72 (4.16-5.36) <0.01 

Baseline CD4+ cell count, mmc (IQR) 632 (468-886) 474 (347-655) <0.01 

Individuals with a HIV viral load <200 copies/mL 

at baseline, n (%) 
10 (19) 32 (3) <0.01 

Genotypic resistance test at baseline, n (%) 

- Not performed

- Unable to amplify viral DNA

- Performed, with DNA amplification

0 

9/52 (17) 

43/52 (83) 

41 (4) 

27/939 (3) 

912/939 (97) 

<0.01 

PrEP-related NRTI mutations, n (%)

- M184V/I

- K65R 

Other NRTI mutations, n (%)

- L74V

- M41L and/or L210W and/or T215Y/F

- D67N and/or K70R and/or K219Q/E/R/N

13 (30) 

0 

1 (2) 

1 (2) 

0

5 (1) 

1 (<1) 

0

4 (<1)

7 (1) 

<0.01 

NNRTI mutations, n (%) 

- K103N/S

- V108V/I

- E138A 

- G190A/S/E 

3 (7) 

1 (2) 

0 

1 (2) 

29 (3) 

8 (1) 

26 (3) 

0 

0.54 

PI mutations, n (%)

-M461/L

-L90M

0

0

6 (1)

18 (2)
0.62







Methods

• Observational study. 

• From 2018 to 2021, out of 827 PLWH enrolled in the cohort with 
known data on previous use or not of PrEP.

• 9 (1.1%) were PrEP users.



Characteristics

Age PrEP Regimen HIVRNA GRT

A19-FNFL41_21
40 ON DEMAND 841

RT: M184V

B02-93GC2015

27 ON DEMAND 113000 PR: K20I, M36I, H69K, 
L89M;

INT: L74I  

E08-DS684
35 ON DEMAND 102339 RT: M184V; PR: L10I, 

M36I, L89M

F00-FM230492
28 DAILY

46641
WT

F16-MAGIM180591
30 DAILY

64000
N.A.

B02-94RG2124
26 DAILY

29700
K103N/R

E10-LM1205
37 DAILY

12224
N.A

B00-SDM847N
25 ON DEMAND

378000
WT

B00-NP848N
31 ON DEMAND

1938 RT: M184V



Follow up 

ART REGIMEN HIVRNA CD4 MONTHS TO 
VS

A19-FNFL41_21 FTC,TAF,BIC
841

929 4,6

B02-93GC2015 FTC,TAF,DRV,DTG,cob
113000

467 5,2

E08-DS684 FTC,TAF,DRV,cob
102339

357 7,1

F00-FM230492 FTC,TAF,BIC 46641 624 10,5

F16-MAGIM180591 3TC,DTG 64000 783 9,4

B02-94RG2124 FTC,TAF,DRV,DTG,cob 29700 469 2,1

E10-LM1205 FTC,TAF,DTG 12224 464 1,1

B00-SDM847N FTC,TAF,BIC 378000 512 3,2

B00-NP848N DRV,cob,DTG,DOR 1938 949 0,8
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CSL HIV cohort – 01/12/2022
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DISCUSSION- Barriers to PrEP access

• HIV acquisition is uncommon when PrEP is used correctly.

• Suboptimal awareness or acceptance of PrEP among some individuals at 
risk for acquiring HIV and their care providers.

• Lack of retention in PrEP care due to individual and structural barriers.

• Stigma, which may keep people who would benefit from PrEP from using 
it.

• Disparities in access to PrEP among populations at high risk of HIV 
acquisition, including transgender women, women, and people who inject 
drugs.




