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Italian experience
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Italian legislation allows pharmaceutical companies to market drugs authorized

through the centralized procedure before price negotiation with the Italian

Medicines Agency (AIFA), placing them in the C(nn) category, which indicates

non-reimbursed and non-negotiated drugs. Since April 4, 2022, the manufacturer

of Verzenios® (Abemaciclib) has made the drug available at a nominal price under

the C(nn) classification for its adjuvant treatment of high-risk breast cancer. The

MonarchE study showed that Verzenios®, combined with endocrine therapy (ET),

reduced the risk of recurrence and distant metastasis by 35% in high-risk patients.

The treatment was continued for 24 months, and benefits, including invasive

disease-free survival (IDFS) and distant relapse-free survival (DRFS), persisted for up

to 48 months, confirming long-term efficacy and tolerability. Results indicated

fewer breast cancer-related deaths in the Abemaciclib plus ET arm (4.2%)

compared to the ET-only arm (4.9%). Additionally, patients in the control group

developed metastatic disease at nearly twice the rate of those receiving

Abemaciclib. In Italy, approximately 2,000 patients were treated with Verzenios®

in the first year under the C(nn) category without affecting the National Health

System’s budget, due to the drug’s symbolic cost. This approach resulted in

significant savings by avoiding the full cost of adjuvant therapy and preventing

metastatic recurrences. Specifically, managing relapses costs €15,000 per patient,

saving around €525,000 per 100 patients treated. Additional savings are expected

in the third year, as patients will not require metastatic breast cancer treatment,

saving around €17,000 per patient.
KEYWORDS
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Introduction

Italian legislation allows pharmaceutical companies to market a drug authorized

through a centralized procedure prior to the conclusion of the Italian Medicines

Agency’s (AIFA) price negotiation process, placing the drug in a specific classification

for those not yet evaluated for reimbursement. This class is referred to as C(nn), where “C”

denotes a class of drugs not reimbursable by the National Health System, and “(nn)” stands

for “non-negotiated.

On April 4, 2022, following EuropeanMedicines Agency (EMA) authorization, Verzenios®

in combination with endocrine therapy, was approved for the adjuvant treatment of adult
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patients with early-stage breast cancer that is hormone receptor-

positive (HR+), human epidermal growth factor receptor 2-negative

(HER2-), lymph node-positive, and at high risk of recurrence (1).

Verzenios® thus became the first and only CDK 4/6 inhibitor

authorized in the European Union for adjuvant therapy. In line with

AIFA’s classification of Verzenios® as C(nn), and to address an unmet

therapeutic need while awaiting the completion of the standard

reimbursement process for the new indication, the manufacturer of

Abemaciclib made the drug available in the adjuvant therapy setting at

a symbolic price.

More specifically, the symbolic cost was €1.00 per pack,

regardless of the dosage. During the C(nn) phase, the cost of

Abemaciclib is borne entirely by the individual healthcare

facilities dispensing the drug. Since the price has not yet been

negotiated with AIFA, there is no national reimbursement, and the

expenditure directly impacts the hospital authority’s budget.
Materials and methods

In Italy, recognizing the unmet therapeutic need addressed by

the drug, the manufacturer decided to make Verzenios® available in

the adjuvant therapy indication under the C(nn) classification.
Clinical requirements

Therapeutic need
Urgency

The therapeutic need is critical due to the lack of alternative

treatment options for this specific indication.

Disease severity

Breast cancer is the leading cause of cancer-related deaths

among women in Italy, with an estimated 12,300 deaths in 2020.

Despite the efficacy of surgery and standard adjuvant therapies, up

to 30% of patients with hormone receptor-positive (HR+), HER2-

negative breast cancer will experience recurrence, often in the form

of incurable distant metastases (2–9). The risk of recurrence is

particularly high within the first two years following diagnosis.

Additionally, breast cancer is the most commonly diagnosed

malignancy among women, representing 1 in 3 female cancer

cases (10–12).

Added therapeutic value
Verzenios® is the first and only CDK 4/6 inhibitor with dual

therapeutic indications, being approved for both metastatic breast

cancer (MBC) and early breast cancer (EBC) (13–15). It has

demonstrated efficacy and good tolerability in both settings and

was evaluated in patients with particularly aggressive disease

(16–20):

MBC

Verzenios®was evaluated in the Monarch 2 andMonarch 3 trials,

which uniquely targeted a homogeneous population of endocrine-
Frontiers in Oncology 02
resistant and endocrine-sensitive patients, making it the only CDK 4/6

inhibitor with such consistent study populations. In Monarch 2,

Verzenios® showed significant efficacy, meeting the primary

endpoint of progression-free survival (PFS), with a 5-year PFS of

21.25 months compared to 5 months in the control arm. In Monarch

3, the primary endpoint of PFS at 5 years was 26.7 months versus 9.6

months in the control group (21–30).

Additionally, long-term follow-up data fromMonarch 2 with 80

months of observation showed an overall survival (OS) estimate of

41.2 months versus 29.2 months in the control arm at 5 years. The

OS data from Monarch 3, while not yet definitive, indicate a

promising trend, with an OS estimate of 67.7 months versus 54.5

months in the control arm. Verzenios® also demonstrated an

excellent safety profile across both trials (31–36).

It is important to note that studies on other CDK 4/6 inhibitors

available on the market have shown negative results for overall

survival (OS) or have targeted a heterogeneous patient population,

including both endocrine-resistant and endocrine-sensitive patients

(ER-ES), unlike the homogeneous populations studied in the

Monarch 2 and 3 trials (37–41).

EBC (approved indication)

In the MonarchE study, it was demonstrated that Verzenios®,

in combination with endocrine therapy (ET), reduces the risk of

recurrence and distant metastasis by 35% in patients with high-risk

disease (≥4 positive axillary lymph nodes [ALN+] or 1–3 ALN+

with additional high-risk factors such as grade 3 tumors and/or

tumor size ≥ 5 cm) (16–20). Patients received treatment for 24

months, the clinical benefits, including invasive disease-free survival

(IDFS) and distant relapse-free survival (DRFS), were sustained at

48 months, with the drug being well tolerated (42–47).

Furthermore, although overall survival (OS) data are not yet

available, fewer breast cancer-related deaths were observed in the

Abemaciclib plus ET arm compared to the ET alone arm, with 117

deaths (4.2%) versus 138 deaths (4.9%). Additionally, nearly twice

as many patients in the control arm developed and are currently

living with metastatic disease compared to those who received

Abemaciclib (48). Follow-up is ongoing until the final

survival assessment.
Clinical summary

The significant clinical outcomes in early breast cancer (EBC),

with a 35% reduction in invasive disease-free survival (IDFS) and

distant relapse-free survival (DRFS) achieved through 24 months of

preventative treatment with endocrine therapy (ET) and

Verzenios®, allow us to conclude the following (42–45):
1. Reduction in Metastatic Recurrence (MR): Among 100

patients treated with Verzenios® for 24 months, 35 will

avoid metastatic recurrence, with the clinical benefit

persisting for 48 months, as demonstrated by current

follow-up data, which indicate a sustained effect beyond

48 months.
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2. Long-term Disease Management: The treatment provides

optimal management of the disease, improving patients’

quality of life and health outcomes over time.

3. Reduction in MBC Treatment Burden: Fewer patients will

require treatment for metastatic breast cancer (MBC) as a

result of this early intervention (10–12).
Discussion

Sustainability requirements for the national
health system

In Italy, early breast cancer (EBC) in high-risk HR+/HER2-

patients constitutes a relatively small population, comprising only

3,408 individuals, or approximately 6% of new EBC diagnoses across

the entire population. Specifically, it is projected that 66.2% of

the 55,000 new breast cancer diagnoses anticipated in 2022 will

involve patients with HR+ and HER2- tumors, equating to about

36,410 cases. Considering that 90% of these patients are diagnosed with

non-metastatic cancer, the estimated non-metastatic population is

approximately 32,769 patients. By applying the 13% prevalence rate

of high-risk patients in Italy to this non-metastatic cohort, we can

hypothesize that around 4,260 patients may be eligible for treatment.

Of these, 80% would be candidates for Abemaciclib, resulting in an

estimated 3,408 patients—representing only 6% of the total breast

cancer population (10–12).

The Italian experience with Verzenios® involved approximately

2,000 patients over the course of one year, with no financial impact

on the National Health System due to the symbolic pricing of the

drug. This approach also resulted in additional savings 49:

Avoidance of full-price drug expenses
By using Verzenios® for the management of adjuvant disease,

there were significant savings from avoiding the cost of drugs that

are not currently authorized for adjuvant use (50–52).

Savings on metastatic recurrences
Based on findings from real-world evidence (RWE) (53, 54), the

costs avoided for managing metastatic recurrences are

approximately €15,000 per patient. For every 100 patients treated,

this translates to an estimated savings of about €525,000, assuming

35 patients remain free of metastatic recurrence (MR).

Long-term cost avoidance
From the third year onward, further costs are avoided due to the

sustained clinical benefits lasting for 48 months, as these patients

will not require treatment for metastatic breast cancer (MBC). The

average cost for current therapies is approximately €17,000 per

patient (55).

The introduction of Abemaciclib (Verzenios®) in Italy under

the class C (nn) framework represents a significant case study in the

management of early access to innovative therapies. This regulatory
tiers in Oncology 03
pathway allowed the drug to be made available to patients without

awaiting the full pricing and reimbursement approval process by

AIFA, thereby accelerating access for individuals with unmet

medical needs, specifically in the adjuvant treatment of

breast cancer.
Regulatory, market, and clinical context

In Italy, the C(nn) classification provides a temporary pathway

for drugs centrally authorized by the European Medicines Agency

(EMA) but still under national pricing and reimbursement

negotiations. By granting access at a symbolic or nominal price, it

bridges the gap between regulatory approval and market

availability, allowing patients with unmet medical needs to benefit

from innovative therapies without delay.

The final negotiated price is typically much higher than the

symbolic pre-negotiation cost. Although this difference could, in

theory, discourage early access, many manufacturers are willing to

supply the drug during the C(nn) phase under specific conditions.

This early availability offers clinicians valuable opportunities to gain

first-hand experience with the drug—assessing its real-world

clinical effectiveness, safety profile, and management of adverse

events—before large-scale adoption.

However, the C(nn) mechanism’s ability to expand access is

inherently limited. Since net revenue for companies during this

phase is essentially zero, there is little incentive to promote

widespread use, and distribution generally occurs on a case-by-

case basis following individual clinical requests.

Pricing policies also vary considerably. Not all manufacturers

opt for a symbolic price; in some cases, drugs are offered at their full

commercial price prior to negotiation, which can be prohibitively

high. This variability strongly influences uptake: when no discount

is applied, healthcare facilities may refrain from using the C(nn)

pathway, especially in the absence of dedicated funding. Such

inconsistencies risk undermining both equity and effectiveness.

Although the C(nn) classification clearly enables earlier

availability of new medicines, its actual impact on access remains

difficult to measure. AIFA’s OsMed reports provide only aggregated

data and do not specifically track C(nn) utilization, and there is no

publicly available dataset comparing use before and after price

negotiation. This lack of transparency limits comprehensive

assessment and highlights the need for systematic data collection

on early access programs.

By offering Abemaciclib at a symbolic price, the manufacturer

demonstrated its commitment to patient access while negotiations

with AIFA were ongoing. This approach is particularly relevant in

the context of adjuvant breast cancer treatment, where timely

intervention is critical to prevent disease progression or

recurrence. Early access to Abemaciclib allows patients to start

their therapy without delays, potentially avoiding the high medical

and social costs associated with metastatic recurrences.

From a clinical standpoint, the inclusion of Abemaciclib in class

C(nn) helps close the therapeutic gap between regulatory
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https://doi.org/10.3389/fonc.2025.1563844
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org


Calabrò et al. 10.3389/fonc.2025.1563844
authorization and real-world availability, equipping oncologists

with an additional option for managing high-risk breast cancer

patients in Italy. More broadly, this example reflects an evolving

trend toward greater flexibility in drug access policies, especially in

oncology, where timely intervention can decisively influence

patient outcomes.

Furthermore, cost-effectiveness analyzes conducted in the

United Kingdom, Canada, and the United States consistently

suggest that Abemaciclib would require price reductions in the

range of 80–90% to meet commonly accepted thresholds for

reimbursement (56, 57). These findings highlight the economic

challenge of introducing high-cost therapies and support the

rationale for temporary early access mechanisms such as the C

(nn) classification in Italy.
Conclusion

The Italian experience with Abemaciclib in class C(nn) offers

valuable insights into the potential benefits and challenges of early

drug access frameworks.

This case highlights the importance of collaboration between

regulatory agencies, pharmaceutical companies, and healthcare

providers to ensure that early access mechanisms are used

effectively and equitably. Additionally, the experience with

Abemaciclib could inform future policies, potentially leading to

refinements in the C(nn) classification system or the broader

approach to early access and market entry for innovative drugs

in Italy.

In conclusion, the early access to Abemaciclib through the C

(nn) pathway represents a meaningful step toward balancing rapid

drug availability with regulatory and economic considerations. As

more innovative therapies are developed and enter the market,

similar models may become increasingly important for ensuring

timely access to life-saving treatments, particularly in oncology and

other high-need therapeutic areas.
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