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E’ “reale” innovazione quella che è in grado di raggiungere la 
pratica clinica e che può essere utilizzata diffusamente

Solo in questo modo l’innovazione diviene “valore”

L’innovazione come processo e non come 

“artefatto”

Identificare Finanziare Implementare Comunicare Monitorare 

cortesia Amerigo Cicchetti
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1. DHHS  https://aidsinfo.nih.gov/understanding-hiv-aids/fact-sheets/21/58/fda-approved-hiv-medicines Accessed February 2021.

HIV Drugs development: 

LA as disruption throughout next generation regimens

DTG

FDA year approval for HIV antiretroviral drugs1

Doing the same thing more and more better Doing new things that can make 

old thing obsolete

2021 first LA HIV Drug complete regimem

LA: Long-Acting

https://aidsinfo.nih.gov/understanding-hiv-aids/fact-sheets/21/58/fda-approved-hiv-medicines


*Figure is for illustration purposes only; the data presented are from different 
randomised Phase III studies and should not be directly compared
†ITT-E population; ‡ITT population
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Virological snapshot outcomes in Phase III trials

CAB + RPV LA has demonstrated efficacy similar to other SoC 
in virologically-suppressed patients

1. ViiV Healthcare. Data on File; 2. Overton ET, et al. IAS 2019. Poster MOPEB257; 3. Llibre JM, et al. Lancet 2018;391:839–49
4. Van Wyk J, et al. Clin Infect Dis 2020 [Epub ahead of print]; 5. Trottier B, et al. Antivir Ther 2017;22:295–305

6. Molina et al. Lancet HIV 2019;5:e357–65; 7. Daar ES, et al. Lancet HIV 2018;5:e347–56
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Innovation:

what are the long-acting technologies?

Gastric residence  
device

Vaginal ring Injectable drug

Implant

Broadly neutralizing  
monoclonal  
antibodies

Microarray /  
microneedle patch  

(theoretical)



Colosseum diameter: 
190 metres

Football diameter:
22 centimetres

Droga nanoparticella:
500-200 nanometres

Approximately 863-times 
smaller

Approximately 863-times 
smaller

Espresso grind particle diameter:
250 micrometres

Approximately-863 times 
smaller

Drug molecule ~0.5 – 1nm

Nanomedicine - size



LA: POTENTIAL OPPORTUNITIES AND  CHALLENGES

Scarsi K and Swindells S J Int Association of Provoders of AIDS Care Vol 2. 2021



CARLA
1. This new treatment paradigm will require changes to the current standard

of care of prescribing oral antiretroviral therapies including the logistics of
delivering a complete antiretroviral treatment regimen as LA injectable therapy.

2. This new treatment paradigm will require different requirements such as
more frequent visits by patients to see a provider and receive injections, as
well as potentially require greater resources in the clinical setting to administer
the injection.

3. As this is a promising new treatment modality for people living with HIV
(PLHIV), it is important to understand how to optimize the delivery of CAB +
RPV LA from a PLHIV, HCP and healthcare system perspective

Other challenges:

«The changing face of treatment     the changing face of 

organization»



innovazione e pratica clinica

Dati di letteratura indicano come spesso siano necessari quasi 17 anni per assorbire 
alcune innovazioni nella pratica clinica

Un’innovazione nell'erogazione e nell'organizzazione dei servizi sanitari è intesa 
come un insieme di comportamenti, routine e modalità, insieme a qualsiasi 
tecnologia e sistema amministrativo associato, che sono:

• percepiti come nuovi da una parte dei portatori di interessi chiave;

• collegati alla fornitura o al sostegno dell'assistenza sanitaria;

• in discontinuità con la pratica precedente;

• tesi a migliorare i risultati di salute, l'efficienza amministrativa, il rapporto costo-
efficacia o l'esperienza dell'utente;

• attuati mediante azioni pianificate e coordinate da individui, team o organizzazioni.

• Tali innovazioni possono o meno essere associate a una nuova tecnologia sanitaria



There’s an elephant in the 

room...!

• Change is hard!

• Change is stressful!

• Someone needs to lead for change to happen.

• Even when we think it is a good idea, change is difficult



IAS-USA and DHHS guidelines: CAB + RPV LA is 
recommended for virologically suppressed patients
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/ In the setting of successful viral suppression, 

switching from 3DR to 2DR is an appropriate 

strategy to manage toxic effects, intolerance, 

adherence, or patient preference

/ CAB + RPV LA injectable, dosed Q4W or Q8W, 

are included as recommended regimens for 

PLHIV switching therapy

/ CAB + RPV LA IM injections can be used as 

an optimization strategy for PLHIV currently on oral 

ART with documented viral suppression for at least 

3 months (A1), who:

/ Have no BL resistance to either medication

/ Have no prior VFs

/ Do not have active HBV infection (unless also receiving 

an oral HBV active regimen) 

/ Are not pregnant and are not planning on becoming 

pregnant

/ Are not receiving medications with significant drug 

interactions with oral (during lead-in or bridging therapy) 

or injectable CAB or RPV

A1, rating for recommendations = strong (A), and rating of evidence = data from randomized controlled trials (1)

1. Saag MS, et al. JAMA 2020;324:1651–69

2. Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of Antiretroviral Agents in Adults and 

Adolescents with HIV. DHHS. Available at: https://clinicalinfo.hiv.gov/en/guidelines/adult-and-adolescent-arv/hhs-adults-and-

adolescents-antiretroviral-guidelines-panel. Accessed Mar 2021 

IAS-USA guidelines1 DHHS guidelines2



Come posso valutare se e come proporre l’ innovazione?

Quanti pazienti posso mettere in terapia a isorisorse?

Quanti pazienti con incremento di risorse?

Quale i criteri di selezione dei pazienti? 

Ci sono altre modalità di distribuzione dei farmaci



Come posso valutare se e come proporre l’ innovazione?

Quanti pazienti posso mettere in terapia a isorisorse?

Quanti pazienti con incremento di risorse?

Quale i criteri di selezione dei pazienti? 

Ci sono altre modalità di distribuzione dei farmaci
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*CAB LA does not require any special storage conditions, but can be stored in the fridge if convenient. Storage conditions for the 
unopened product(s) must be included in the country product information as locally registered
†RPV LA vial may sit in the carton at room temperature (maximum 25°C) for up to 6 hours
‡It is best to let the vial come to room temperature naturally. However, you can use the warmth of your hands to speed up the 
warm-up time, but make sure the vial does not get above 25°C. Do not use any other heating methods
ASAP, as soon as possible

1. Vocabria EU SmPC. Mar 2021
2. Rekambys EU SmPC. Jan 2021

3. Cabenuva US PI. Jan 2021

CAB LA + RPV LA: Administration 

overview

Store RPV LA at 2–8°C1–3

CAB LA does not 

need special storage 

conditions*

Ensure vials are at 

room temperature 

before use†‡

Administer injections1–3

Draw into syringe1–3

Administer ASAP

Discard if >2 hours 

at room temperature 

once drawn into 

the syringe

Shake well1–3

Suspensions 

should look uniform 

prior to use 

(small air bubbles 

are acceptable)

Consider the patient’s build1–3

Ensure needle 

length is sufficient 

to reach the 

gluteus muscle 

HCP to administer 

CAB and RPV at 

separate ventrogluteal 

injection sites during 

the same visit



1. ViiV Healthcare. Data on File. CUSTOMIZE (209493) Facilitation calls 1–7
2. ViiV Healthcare. Data on File

3. Czarnogorski M, et al. IDWeek 2020. Poster 1037

Clinic logistics

RPV LA must be stored at 

2‒4⁰C, and refrigerator space 

must therefore be considered 

(CAB LA has no special 

storage considerations)

RPV LA vials must 

be brought to room 

temperature prior to 

administration

Clinics will need to be 

able to receive cold-chain 

shipments and have 

processes in place to 

manage deliveries

Synergies and ways of 

working between clinic 

and pharmacy will need 

to be established 

(where applicable)

Managing logistical challenges: refrigeration/storage1,2

“I would say [the types of changes necessary for implementation are] making sure that we had a decent refrigerator that 

could store enough of the product in it…and then making sure it was holding temperature accurately all the time”

— Office administrator, private practice, Month 43

21% of staff reported the purchase of a refrigerator as critical3

1

6
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• L’esperienza rivela come dimostrare l'efficacia di un'innovazione non sia di per sé sufficiente a
garantirne l'automatica assimilazione nella pratica clinica.

• La definizione più comune di IS è:
“…lo studio scientifico dei metodi per promuovere la diffusione sistematica dei risultati della ricerca o
altre innovazioni di comprovata efficacia nella routine clinica, con lo scopo di migliorare la qualità ed
efficacia dei servizi sanitari”.

• Quindi l’obiettivo dell’IS non è quello di stabilire se un’innovazione clinica abbia un impatto sulla 
salute oppure no, ma piuttosto di identificare e promuovere quei fattori che ne influenzano 
l’inserimento in routine organizzative.

What  implementation science is? 

Eccles MP, Mittman BS. Welcome to implementation science. Implement.
Sci 2006; 1: 1. https://doi.org/10.1186/1748-5908-1-1

Pre-clinical 
research Efficacy studies

Effectiveness 
studies

Implementation 
studies

Improved 
public health
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Curran GM, et al. Med Care 2012;50:217–26

Understanding differences 

between types of research in HIV

AE, adverse event; CD4, cluster of differentiation 4; VL, viral load

• La scienza dell'implementazione ha l’ambizione di seguire un metodo scientifico, e condivide pertanto molte caratteristiche

e l'approccio rigoroso della ricerca clinica.



CAB+RPV LA

Clinical DEVELOPMENT PROGRAM

1. Swindells S, et al. N Eng J Med 2020;382:1112–23
2. Orkin C, et al. N Eng J Med 2020;382:1124–35

3. Overton ET, et al. CROI 2020. Oral 3334 

CAB+RPV LA is the first and only complete long 
acting HIV treatment regimen.

CAB+RPV LA is highly efficacious, and non-
inferior to daily regimens at maintaining 
virologic suppression through 2 years; every 2-
month CAB+RPV LA has non-inferior efficacy to 
monthly CAB+RPV LA.

CAB+RPV LA was preferred by 9 out of 10 
patients who switched to the long acting 
regimen from oral therapy in 3 Phase III studies.

SUPPRESSED SWITCH IMPLEMENTATION

CAB+RPV LA IM 
Q1M

vs
DTG/ABC/3TC 

PO QD

Wk 48: 2.1% vs 
2.5%

pVL ≥50 c/mL

CAB+RPV LA IM 
Q1M

vs
CAR

PO QD

Wk 48: 1.6% vs 
1.0% 

pVL ≥50 c/mL

CAB+RPV LA IM 
Q2M

vs
CAB+RPV LA IM 

Q1M

Wk 48: 1.7% vs 
1%

pVL≥50 c/mL

Assess 
acceptability, 

appropriateness, 
feasibility, 
fidelity and 

sustainability of 
implementation 
of CAB+RPV LA 

IM Q1M 

CUSTOMIZE
US clinicsN=618

ATLAS1

NON-INFERIOR

N=566

FLAIR2

NON-INFERIOR

N=1049

ATLAS-2M3

NON-INFERIOR ONGOING

Assess 
acceptability, 

appropriateness, 
feasibility, 
fidelity and 

sustainability of 
implementation 
of CAB+RPV LA 

IM Q2M 

CARISEL
EU clinics

ONGOING

CARISEL

CAB+RPV LA IM 
Q2M

vs
BIC/FTC/TAF 

PO QD

N=654

SOLAR

PLANNED
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*CUSTOMIZE toolkit consists of CAB + RPV LA factsheet and injection video and web-based treatment 
planner for HCPs; hot and cold packs, injection flash card, FAQ, and ‘What to expect’ video for patients; 
patient reminder system for both HCPs and patients
CQI, continuous quality improvement, SDM, services delivery meeting; US, United States

1. CUSTOMIZE (209493). Available at: https://clinicaltrials.gov/ct2/show/NCT04001803 (accessed Dec 2020)
2. Czarnogorski M, et al. AIDS 2020. Poster LBPEE42

3. CARISEL (213199). Available at: https://clinicaltrials.gov/ct2/show/record/NCT04399551?term=NCT04399551&rank=1 (accessed Dec 2020)
4. ViiV Healthcare. Data on File. Study 213199 protocol. Jan 14, 2019

Studies to inform the clinic and patient journey 

for implementation of CAB + RPV LA

CUSTOMIZE1,2

Clinical sites

8

Patients

~135

Staff

24

Sites/staff to receive 

a toolkit* and monthly 

facilitation calls

Sites allowed to choose 

how they will implement 

CAB + RPV LA delivery 

in their clinical settings

US

CARISEL3,4

Clinical sites

~18

Patients

~450

Sites/staff randomized

to receive either:

/ Enhanced 

implementation (high 

level training and support, 

including SDM and CQI) 

/ Standard implementation 

(educational resources 

and basic level of support) 

Europe

Staff

~54



PERCEIVED IMPLEMENTATION BARRIERS DECREASE 
DURING INITIAL STAGES OF AN IMPLEMENTATION 
SCIENCE HYBRID III STUDY (CUSTOMIZE) OF 
CABOTEGRAVIR AND RILPIVIRINE LONG-ACTING 
(CAB + RPV LA) IN US HEALTHCARE SETTINGS: 
HEALTHCARE TEAM PERSPECTIVE
Maggie Czarnogorski,1 Cindy Garris,1 Paul Wannamaker,1 Ronald D’Amico,1 Deanna Merrill,1

Colleen A. McHorney,2 Larissa Stassek,2 Sonal Mansukhani,2 Jason Flamm,3 Blair Thedinger,4

Paul Benson,5 Michael Wolfeiler,6 Gary Sinclair,7 William Spreen1

1ViiV Healthcare, Research Triangle Park, NC, USA; 2Evidera, Bethesda, MD, USA; 3Kaiser Permanente Sacramento, Sacramento, CA, USA; 4Kansas City 
Free Health Clinic, Kansas City, MO, USA; 5Be Well Medical Center, Berkley, MI, USA; 6AIDS Healthcare Foundation, 
Los Angeles, CA, USA; 7PrismHealth North Texas, Dallas, TX, USA 



Implementation research focuses on addressing the question ‘WHAT WORKS, WHERE AND WHY’ 
In other words, implementation research focuses on identifying factors/processes that negatively and 
positively impact implementation outcomes so that these issues can be effectively addressed in subsequent 
implementation efforts. 
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Implementation Rationale/Theory of Change:

ClinicalTrials.gov Identifier: NCT02938520

Rationale for CUSTOMIZE STUDY:

• As LA ARVs are a promising new treatment modality

for people living with HIV (PLHIV), it is important to

understand how to optimize the delivery of CAB +

RPV LA injectable from a PLHIV, HCP and

healthcare system perspective in order to fully

realize this benefit.

• In preparation for national implementation following

regulatory approval, there is a need to understand

what level of clinic training and staff support that

will be needed to effectively deliver this regimen to

patients.

Therefore, the current study aims to identify and evaluate

strategies for successful implementation of this injectable

regimen.

Expert Consensus “on a common nomenclature for implementation strategy

terms, definitions, and categories that can be used to guide implementation

research and practice in mental health service settings”
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*Interim analysis will be conducted approximately after the 4th monthly facilitation call interim interviews 
have been completed with site staff. Completed Month 4 surveys from patient will also be included
BL, baseline

1. CUSTOMIZE (209493). Available at: https://clinicaltrials.gov/ct2/show/NCT04001803 (accessed Dec 2020)
2. ViiV Healthcare. Data on File. Study 209493 protocol. January 02, 2019

3. Czarnogorski M, et al. AIDS 2020. Poster LBPEE42 

CUSTOMIZE study design
CUSTOMIZE is a phase IIIb, hybrid III implementation-effectiveness study that examined barriers to, facilitators of, and effective

strategies for successful implementation of the monthly CAB + RPV LA injectable regimen in US1–3 clinical practice settings

Healthcare staff (including physicians,

nurses/injectors, and front desk

staff/administrators) from 8 US clinics

completed surveys and interviews at

baseline, Month 4, and Month 12

Virologically suppressed PLHIV

received monthly CAB + RPV LA

injections after a 1-month oral lead-in of

CAB and RPV

• Patient participants completed

surveys at baseline, Month 4, and

Month 12



• Study design: CUSTOMIZE is a novel, hybrid III (=80% focused on implem + 20% on effectiveness), implementation-
effectiveness study assessing healthcare staff perspectives over a 12-month period to determine the most effective
strategies, barriers, and facilitators for successful implementation of the CAB LA + RPV LA injectable regimen in real-
world settings; interim data from Month 4 are reported here

• Primary objective: Evaluate acceptability, appropriateness, and feasibility of delivering CAB LA + RPV LA Q4W

• Secondary objectives: Evaluate organizational facilitators and barriers as well as safety and efficacy measures of CAB LA + RPV LA

25

Methods

Czarnogorski et al. AIDS 2020: Virtual. Poster LBPEE42.

Dallas, TX

Sacramento, CA

Miami, FL

Jacksonville, FL

Detroit, MI

Atlanta, GA
Jackson, MS

Kansas City, MO



CUSTOMIZE: HCP perspective 
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/ Staff study participants completed a survey at 

BL and Month 4 to assess outcomes including:1

/ Acceptability, appropriateness, and feasibility 

of implementation*

/ Barriers to implementation*

/ Use and helpfulness of toolkit resources 

(Month 4 only)†

/ Attitudes and expectations of staff study 

participants‡

/ Interviews were conducted in person at BL and 

by phone at Month 42

/ Each interview was 60 minutes

/ Qualitative interview provided data and insight 

on what implementation strategies worked best 

in what setting and for which type of providers

*Acceptability, appropriateness, and feasibility of implementation measures were 4-item surveys and barriers to 

implementation was a 23-item survey. All utilizing a 5-point rating scale (1=completely disagree to 5=completely 

agree); †Use (yes/no responses) and helpfulness (5-point rating scale; 1=extremely helpful to 5=not at all helpful) 

of toolkit resources were a 19-item survey; ‡8-item survey (BL and Month 4)

1. Czarnogorski M, et al. AIDS 2020. Poster LBPEE42

2. Czarnogorski M, et al. IDWeek 2020. Poster 1037 

24 
in FQHCs

in university 

health centers 

in private 

practices

in AHFs

in HMOs

Physicians/

principal 

investigators

Nurses/

injectors

Office 

administrators

Healthcare providers distribution1,2

8 

8 

8 
6 

6 

6 

3 

3 

staff 

participants



CUSTOMIZE: Patient perspective
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/ Patients* across 8 US sites completed a survey† at BL and Month 4 to assess outcomes including:

/ Acceptability and appropriateness of implementation‡

/ Attitudes and expectations of patients regarding the CAB + RPV LA regimen§

*Virologically suppressed patients enrolled to receive monthly CAB + RPV LA injections following OLI of ~4 weeks; †Univariate distribution of every survey item was tabulated 

and summarized using standard distributional statistics; subgroups were compared with Fisher exact tests; ‡AIM and IAM are 4-item questionnaires that use a 5-point rating 

scale (1=disagree to 5=completely agree) to evaluate the acceptability and appropriateness of the regimen, respectively; §Using additional 7- and 10-item questionnaires

BMI, body mass index; IAM, Intervention Appropriateness Measure Garris C, et al. IDWeek 2020. Poster 1034

BL demographics 

Parameter Participants (N=109)

Age, mean (range), years 39 (20–65)

<35, n (%) 52 (48)

35–49, n (%) 31 (28)

≥50, n (%) 26 (24)

Male, n (%) 94 (86)

Race/ethnicity, n (%)

Black/African-American 38 (35)

White/Caucasian/European heritage 64 (59)

American-Indian/Alaskan Native 5 (5)

Multiple 2 (2)

Hispanic/Latino 29 (27)

Non-Hispanic/Latino 80 (73)

BMI, mean (SD), kg/m2 28.1 (6.3)

105 

in FQHCs

in university 

health 

centers 

in private 

practices

in AHFs

in HMOs

patients

37 15 15 26 12 

Patient distribution (Month 4) 



28

Participants and Healthcare Staff Across Clinic Types Found CAB + RPV LA 
Acceptable/Appropriate and Feaseble to Implement

Acceptability

Appropriateness

• At Month 4, feasibility scores generally decreased slightly as

healthcare staff realized some adjustments may be needed in the clinic

• By Month 12 and despite COVID-19, feasibility scores increased,

demonstrating that after a few months of initial implementation support,

healthcare staff found LA HIV-1 therapy to be very feasible to implement in

clinics
Czarnogorski et al. IAS 2021; Virtual. Slides OAD0705.



• At baseline, ability of patients 
to keep monthly visits, 
transportation, and flagging 
missed visits were the most 
frequently reported concerns

• All perceived barriers to 
implementation substantially 
decreased by Month 4

29

Top Rated Barriers to Implementation at Baseline and Month 4a

Czarnogorski et al. AIDS 2020: Virtual. Poster LBPEE42.

CAB, cabotegravir; LA, long acting; RPV, rilpivirine. 
aEach bar represents the proportion of staff study participants who agreed or completely agreed that a given item was a barrier.



As perceived by healthcare staff, all barriers to implementation
substantially decreased by Month 12 except for patient
injection/soreness

30

CAB, cabotegravir; LA, long-acting; RPV, rilpivirine. 
Each bar represents the proportion of healthcare staff who agreed or completely agreed that the item was a barrier. 

Perceived Barriers to Implementation Among 
Healthcare Staff Decreased over time

Czarnogorski et al. IAS 2021; Virtual. Slides OAD0705.

48

22

13

26

17

22

43

39

42

33

17

21

38

46

38

38

46

50

50

50

54

73

77

81

0 20 40 60 80 100

Patient injection/soreness

Management of patients with
other needs

Patients failing CAB + RPV LA
due to missed dose/visit

Rescheduling missed injections

Staff resourcing for clinic flow

Flagging/Awareness of
missed visits

Patient transportation for
monthly appointment

Patient ability to keep
monthly appointment

Proportion of healthcare staff, %

Baseline (N=26) Month 4 (N=24) Month 12 (N=23)

Participants Reported Fewer Concerns Compared 

With Healthcare Staff

• Participants reported fewer factors interfering with

their ability to receive CAB + RPV LA injections

compared with healthcare staff perceptions

• The factor most reported as interfering with participants’

ability to receive injections was injection pain or soreness

(15%)



• Il personale sanitario ha ritenuto il trattamento CAB + RPV LA accettabile, appropriato, fattibile 

e sostenibile in diversi tipi di cliniche statunitensi, con la capacità di operare in modo ottimale 

l'implementazione entro 1-3 mesi

• Tra il personale sanitario, i fattori percepiti come possibili ostacoli all’inizio, si sono ridotti considerevolmente nel 

tempo e sono stati mitigati con piccoli aggiustamenti del processo che variavano in base alla tipologia di clinica

• I partecipanti dall’altro versante hanno segnalato da subito una bassa percezione di potenziali 

ostacoli verso la nuova terapia, compreso il recarsi mensilmente in ospedale

31

CONCLUSIONI CUSTOMIZE 48w

1. Lo studio CUSTOMIZE, seppure in un contesto clinico distante da quello italiano e seppur 

testando solo il dosaggio mensile (e non anche quello bimestrale approvato in EU da 

EMA), dimostra come, in un’ampia gamma di strutture sanitarie, la nuova opzione iniettabile 

sia stata implementata e contestualizzata con successo. 

2. Inoltre, questo studio rappresenta anche il primo esempio di evidenza più simile ad uno 

studio di real-world practice dimostrando a 12 mesi un alto tasso di mantenimento della 

soppressione virologica (82%) e zero CVF. 



Come posso valutare se e come proporre l’ innovazione?

Quanti pazienti posso mettere in terapia a isorisorse?

Quanti pazienti con incremento di risorse?

Quale i criteri di selezione dei pazienti? 

Ci sono altre modalità di distribuzione dei farmaci
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*Based on once-daily dosing of a single-tablet regimen vs CAB + RPV LA Q8W; †After 1 month OLI

A single CAB + RPV LA dose consists of two separate injections

PLHIV, people living with HIV ATLAS-2M (NCT03299049) protocol. Available at: https://clinicaltrials.gov/ProvidedDocs/49/NCT03299049/Prot_000.pdf (accessed Dec 2020)

CAB + RPV LA requires a shift in HIV care management 

It is important to understand how to optimize the administration 

of CAB + RPV LA for both PLHIV and the healthcare system

CAB + RPV LA every 2-month regimen*Daily oral ART*

2
clinic visits

per year

365
doses

per year

More 

frequent 
visits 

2
monthly 

injections†



1 paziente ogni 30 minuti

Orario di lavoro 7,30: max 15 accessi/die per singolo operatore

Giorni lavorativi circa 230 (1680 ore lavorate)

1 paziente 6 accessi/anno

600 pazienti trattati= 3600 accessi in un anno = un operatore full time

…due conti della serva



Come posso valutare se e come proporre l’ innovazione?

Quanti pazienti posso mettere in terapia a isorisorse?

Quanti pazienti con incremento di risorse?

Quale i criteri di selezione dei pazienti? 

Ci sono altre modalità di distribuzione dei farmaci



Una questione etica?



Unmeet NEEDS (PLHW): 

issues still left unsolved in HAART era
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Reduces long-term effects of HIV medicine on 

my body

***Longer lasting so I can take treatment less often (e.g. 

monthly injection administered by a doctor/nurse)

Fewer side effects

I can take less HIV medicine and 

get the same effect

Does not cause a problem with medication                                                

I currently take for other illnesses

Fewer pills each day

No food restrictions or requirements

Smaller pill sizes
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Positive Perspectives survey1*

1. Young B, et al. IDWeek 2017. Poster 1393

2. Changing Perceptions: Talking About HIV and Attitude. Positive Voices Survey, Nov 2018.

3. Available from: https://www.nat.org.uk/sites/default/files/publications/web_PV_Changing%20Perceptions-Stigma-report.pdf (accessed November 2019) 

2. Young B, et al. IDWeek 2019. Poster 1329; 3. Katz IT, et al. J Int AIDS Soc 2013;16(Suppl 2):18640

4. Muessig KE, et al. AIDS Patient Care STDS 2015;29:606–16; 5. Bukenya D, et al. AIDS Res Ther 2019;16:2 

*Positive Perspectives Survey was conducted between 2016 and 2017 in nine countries. 

Participants were enrolled from North America, Europe and Australia (N=1,111)

Fear of
disclosure2–4

Daily reminder
of HIV3

Adherence
anxiety3

***

https://www.nat.org.uk/sites/default/files/publications/web_PV_Changing%20Perceptions-Stigma-report.pdf
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1. Changing Perceptions: Talking About HIV and Attitude. Positive Voices Survey, Nov 2018. 
Available at: https://www.nat.org.uk/sites/default/files/publications/web_PV_Changing%20Perceptions-Stigma-report.pdf (accessed Jan 2021) 

2. Young B, et al. IDWeek 2019. Poster 1329; 3. Katz IT, et al. J Int AIDS Soc 2013;16(Suppl 2):18640
4. Muessig KE, et al. AIDS Patient Care STDs 2015;29:606–16; 5. Mantsios A, et al. IDWeek 2019. Poster 2497

Lifelong daily HIV therapy can 

be challenging for some PLHIV

Stigma surrounding HIV is a major 

concern for PLHIV, and disclosure of 

HIV status is perhaps the area an 

individual retains the greatest control

Psychological challenges 

can match physical 

manifestations

Daily medication can be 

restrictive and may lead to 

adherence anxiety

Fear of
disclosure1–3

Daily reminder
of HIV2

Adherence
anxiety2

“Whenever I go out with [my friends] 

or they come over to visit, I don’t 

take my medications. I could never 

let them know I’m positive”3

“I'm telling you it's very depressing, 

you got to take it every day, every 

day, every day, and that's not every 

day living. And sometimes you want 

to say Lord, I want to take a break. 

I'm tired of taking pills”4

“…I’d still get anxiety over whether I’d 

taken it or not, and once or twice I 

double-dosed, just because I couldn’t 

remember, but then I’d go count and 

– it’s just a lot of anxiety…”5

PLHIV, people living with HIV



365
annual doses

with daily oral regimen*

6
annual doses

with CAB + RPV LA*

x x

*Based on once-daily dosing of a single-tablet regimen vs CAB + RPV LA Q8W. A single CAB + RPV LA dose consists of two separate injections



• Characteristics most commonly reported by physicians that made patients living with HIV appropriate candidates 
for CAB LA + RPV LA were those who did not desire to take pills (88.5%), patients with concerns about HIV status 
disclosure (80.8%), and patients experiencing stress or anxiety over daily adherence with oral medications (80.8%)
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Top 5 Characteristics of Appropriate Candidates for 

Long-Acting 

Cabotegravir + Rilpivirine

Czarnogorski et al. AIDS 2020: Virtual. Poster LBPEE42.
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Garris C, et al. IDWeek 2020. Poster 1034

Patient survey (BL): Perceptions and 

experiences prior to receiving CAB + RPV LA

Interest in a more convenient treatment option was a top reason (83%) 

for choosing CAB + RPV LA at BL
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No problems taking daily HIV medication
No problems taking daily 

HIV medication
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Other 
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Patient-reported concerns with taking daily oral HIV medication/ At BL, the most common patient-reported 

concerns with taking daily oral HIV were: 

/ Hiding oral ART from others – patients aged 

40–49 years were the most likely to report hiding 

their daily HIV medication from others (p<0.05) 

/ Remembering to take daily oral ART – women 

were significantly more likely than men to report 

concerns about remembering to take their daily 

HIV medication (42.9 vs 18.9%; p<0.05)

/ Running out of oral ART

/ Men were significantly more likely than women 

to report having no concerns with prior daily HIV 

medications (50.5 vs 21.4%; p<0.05)

Participants, %
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*Adjusted mean change from BL through Week 44 is estimated from an ANCOVA model. On top of sex at birth, age (<50 vs ≥50 years), and race that 

were covariates for all three analyses; ATLAS also included BL score and third-agent class; FLAIR included maintenance BL score (Day 1) and induction 

BL (Week –20) HIV-1 RNA (<105 vs ≥105 c/mL); pooled analysis included maintenance BL score. Observed mean BL (SD) for CAB + RPV LA and CAR 

were respectively 55.3 (9.1) and 55.4 (8.7) for ATLAS, 57.1 (8.6) and 57.1 (8.4) for the pooled analysis, and 59.3 (7.4) and 59.1 (7.6) for FLAIR Murray M, et al. AIDS and Behav 2020;24:3533–44

CAB + RPV LA participants showed greater improvement
from baseline in treatment satisfaction vs CAR (HIVTSQs)
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*Adjusted mean is the estimated mean change from maintenance BL score (95% CI) by visit in each treatment calculated from an ANCOVA model. 

On top of sex at birth, age (<50 vs ≥50 years), and race (white vs non-white) that were covariates for both analyses; ATLAS also included BL score 

and third-agent class (INI, PI, NNRTI) and FLAIR included maintenance BL score (Day 1) and induction BL (Week –20) HIV-1 RNA (<105 vs ≥105 c/mL) Murray M, et al. AIDS and Behav 2020;24:3533–44

ATLAS and FLAIR: Health status and QoL (SF-12)

p=0.282

Week 24

Week 48

No significant differences were observed in the mental or physical component 

scores between CAB + RPV LA versus CAR at Weeks 24 and 48
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Come posso valutare se e come proporre l’ innovazione?

Quanti pazienti posso mettere in terapia a isorisorse?

Quanti pazienti con incremento di risorse?

Quale i criteri di selezione dei pazienti? 

Ci sono altre modalità di distribuzione dei farmaci ?



RedeployiNG The NexT generation

loNG  AcTiNG-hIV TReATmeNT  

SceNARio iN ITAly

The person depicted in this photo is a model, for illustrative purposes only.

Investigators Dr Rizzardini G. (Fatebenefratelli- L. Sacco 
Hospital – Milan)  
• Prof Castelli F. (Spedali Civili, Brescia)  
• Prof Croce (LIUC University,Castellanza)

Country Italy

HIV 
Asset(s)

CAB +RPV LA

Aim Proposal on alternative injectionfacilities for  LA 
next generation products

Type ofstudy Collaborative study- Phase IV



• Italy developed limited experience on CAB + RPV LA during clinical development and was not included in EU 
Implementation study

• Care for People living with HIV (PLWH) is offered within major hospitals that can provide highly specialized assistance in  
their Infectious Disease Departments, and these hospitals appear to be relatively prepared (infrastructure, refrigeration  
requirements..) for the transition to the new HIV LA model.

• New Alternative Ambulatory Outpatient Facilities (AAOF) that are under the oversight of the referral hospital are emerging as  
possible alternative facilities for the administration of CAB + RPV LA injections out of the hospital. This community-based  
model may also mitigate future risk of COVID-like contagion withinhospitals for patients with chronic pathologies. 

Primary Aim(s)/Objective(s):
The primary aim is to assess the feasibility of the administration of CAB+RPV LA in these alternative ambulatory outpatient  
facilities (AAOF).

2

Population & Sample Size:
The study population will consist of PLWH attending the participating clinics who are due to commence CAB LA + RPV LA as  
part of routine care decision making, and who consent to study inclusion. Expected overall PLWH sample size: n=100

Sites:
2 Hospitals in the Lombardy Region (Italy) with their alternative ambulatory outpatients’ facilities (n=5).

F

The IGNITeR STudy: RedeployiNG The NexT loNG AcTiNG-hIV TReATmeNT 
SceNARio iN  ITAly
Background:
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oBJecTIVeS

Primary Objective
To assess the feasibility of CAB LA+RPV LA administration in an outside-hospital setting (alternative  
ambulatoryoutpatient facilities, AAOF)as perceived by patients, HCPs, non clinical staff and implementers.

Secondary Objectives
• To assess the feasibility of CAB LA+RPV LA administration in a hospital setting as perceived by patients,

HCPs, non clinical staff andimplementers.
• To assess the uptake, acceptability, appropriateness and fidelity to treatment of CAB LA+RPV LA  

administration in a hospital and non-hospital setting as perceived by patients, HCPs, non clinical staff and  
implementers.

• To assess the utility, preferenceand impact of CAB LA+RPV LA administration in a hospital andnon-
hospital setting as perceived by patients,HCPs and non clinical staff.

• To assess the value of the implementation strategies adopted, including unanticipated adaptations,  
facilitators and barriers to the uptakeand process of CABLA+RPV LA from the perspectives of patients,  
HCPs, non clinical staff in ahospital and non-hospital setting.

Tertiary objectives of the study are:
To monitor as per clinical practice safety and effectiveness of CAB LA+RPV LA



Study Design:
The study will be a Phase IV open-label, multicenter, initial implementation trial evaluating the feasibility of implementing
CAB LA+RPV LA every two months in virologically suppressed adults with HIV, in non-hospital based ambulatory health
care settings, in the Lombardy region of Italy.

4For Internal Use Only

as per SOC

6°inj 7° inj

AAOF AAOF dose

SOC: Standard Of Care; AAOF: Alternative Ambulatory Outpatient Facilities; M: month; inj: injection dose



Implementation strategies: The study will employ six implementation strategies around the themes of training and coaching 
to support the administration of CAB LA + RPV LA.  
1:  Create a new Implementation Strategies Long-Acting (ISLA) team to coordinate and support implementation. 
2: Assess and prepare settings for readiness and identify barriers and facilitators to implementation
3: Conduct a Study activation meeting 
4: Conduct Post-activation alignment meeting with study sites
5: Provide Mentoring
6: Purposely re-examine the implementation through monthly alignment meetings of study team 

5*Skilled Wrap-Around Team



grazie per l’attenzione


