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IN THE TREATMENT OF MULTIPLE MYELOMA IN ITALY

Objective

+ Daratumumab administered via an intravenous infusion (dara-1V) is currently approved for the
treatment of patients with multiple myeloma, both newly diagnosed (NDMM) and
relapsed/refractory (RRMM)

+ A daratumumab formulation for subcutaneous administration (dara-SC) was developed with the
goal of shortening treatment administration time without compromising safety and efficacy

+ Dara-SC was licensed in 2020 and is expected to be reimbursed in the Italian setting for the
same indications as dara-IV

¢ A cost-minimization model (CMM) was developed to evaluate the economic implications of
using dara-SC instead of dara-1V in ltaly

¢ The analysis was conducted from the Italian societal perspective

Table 1. Daratumumab reimbursed indications

NDMM ineligible for ASCT ~ NDMM eligible for ASCT RRMM RRMM 23PLs
DVMP DVTd DRd Dara
\ DRd \ \ DVd \ |

Table 2. Parametric distributions for TTD

Parametric distribution Source/Rationale

1 AdRes HE&OR, Turin, Italy, 2 Janssen-Cilag Italy, Cologno Monzese, Italy

Table 2. Unit costs

+ The analysis included all currently reimbursed indications [1] (Table 1)
4 In line with clinical trials results [2,3], we assumed that dara-SC and dara-IV
regimens are equally effective

+ Parametric distributions based on latest time-to-treatment discontinuation (TTD)
data from clinical trials (Table 2) were used to estimate the number of patients
who remain on treatment over time

+ Cost categories included were: i) drug administration ii) treatment of adverse
events and iii) productivity loss because of time required for drug administration

+ Drugs acquisition costs were assumed to be equivalent for dara-IV and
dara-SC regimens and therefore not considered

+ Unit costs were collected from published literature [4,5] and institutional Italian
data [6] (Table 3)

+ A lifetime horizon (30 years) was considered. Costs and outcomes were
discounted at an annual 3% rate

Daratumumab administration (€ per infusion)

Dara-SC infusion N/A

. . 1stand 2n € 384.76
Dara-EV infusion Subsequent € 242.03
Productivity loss (€ per hour lost)
50-59 years €9.92
60-64 years €11.49
> 65 years €3.62

Administration

In the SCuBA (SubCutaneous Benefit Analysis) project [7], the costs of trastuzumab and rituximab
IV and SC administration were investigated in an incremental way. Rituximab results were used as
a proxy to estimate the incremental cost of dara-IV with respect to dara-SC. The estimated savings
for rituximab SC were adjusted to account for the different duration of daratumumab administration.
Some savings items were assumed independent of the difference in duration between SC and IV
administration (i.e. venous accesses, consumables, and drug preparation time), while other items
were assumed directly proportional to the difference in duration between SC and EV administration

S (i.e. nursing staff time for administration and overhead costs). In the analysis, the cost of dara-SC
NDMM ineligible for ASCT - - infusion is assumed to be zero and the cost of dara-IV infusion is equal to the estimated savings.
DVMP SC Gompertz Same as DVMP IV Over 30 years, treatment_wnh dara-SC was a_ssomated to lower The cost of administering other drugs is not considered as it is not differential when comparing
DVMP IV Gompertz MMY3007; median follow-up 40.1 months costs compared to dara-1V in every regimen. Savings were observed regimens involving dara-SC and dara-IV.
DRd SC Exponential Same as DRd IV in every cost category and ranged from € 4.628 for daratumumab
DRd IV Exponential MMY3008; median follow-up 56.2 months monotherapy to € 21.553 for DRd in NDMM patients ineligible fo Adverse event management costs
NDMM eligible for ASCT ASCT. Daratumumab administration cost was the main driver of the Frequency of adverse events was derived from clinical trials and costs per event taken from
DVTd SC \ N/A \ Same as DVTd IV resulté literature [4,5] or national DRG tariff [6].
DVTd IV | Observed data | MMY3006; median follow-up 18.8 months .
RRMM Productivity loss
DRd SC Exponential Same as DRd IV It ca.pt.ures'the Cproductivity'loss of both patigqts and caregivgr because of time requirgd for drug
DRd IV Exponential MMY3003 1A3; median follow-up 54.8 months — - admmlstratlon_. osts asso_u_ated .Wlth product|.V|t¥ loss were estimated based on the me‘dlan number
DVd SC Gompertz Same as DVd IV Results suggest that, switching dara-IV patients to dara-SC could of hours required for administration and monitoring of daratumumab SC and IV. The time required
DV IV Gompertz MMY3004 1A3; median follow-up 50.0 months save resources in the Italian setting. for the admmlstrat:)on of darf'atumumablvyas valued ac'cc')rdm'g toa publlsohed methgdology [8]'..It was
RRMM 23PLs assumed that 72% of patients requiring SC administration and 81% of patients requiring IV

= administration were accompanied by a caregiver [9].
Dara SC \ Log-logistic \ Same as Dara IV Table 3. Results
Dara IV | Log-logistic | MMY2002; median follow-up 37.6 months :

NDMM ineligible for ASCT NDMM eligible for ASCT RRMM 23PLs

DVMP SC |DVMPIV| DRd SC DRd IV DVTd SC DVTd IV DRd SC DRd IV DVd SC Dvd IV Dara SC Dara IV
1.Darzalex® (daratumumab). Summary of product characteristics 2.Study MMY3012 (COLUMBA) NCT03277105 3.Study Administration €0 € 13,469 €0 €18,219 €0 €3,983 €0 € 15,885 €0 €10,576 €0 € 3,859
MMY2040 (PLEIADES) NCT03412565 4.Lazzaro C. Clinicoecon Outcomes Res. 2013 Apr 11;5:125-35 5.Mickisch G. Br Adverse event €1,880 €2216 €2,843 €2914 €1,101 €1,173 €1,470 €2,019 €1,887 €2,093 €920 €1,003
J Cancer. 2010 Jan 5;102(1):80-6 6. Ministero della Salute. GU Serie Generale 23 (28-1-2013) 7.Franzini JM, Volpe M. .
Bisogni, evidenze ed evoluzione del sistema. Il caso delle formulazioni sottocutanee. | quaderni di quotidianosanita.it. PrOdUCtIVIty loss €49 €2437 €65 €3,329 €22 €1,081 €68 €3,322 €45 €2,274 €13 €700
2018 8.Pradelli L. Farmeconomia. Health economics and therapeutic pathways 2017; 18(1): 5-14 9. Cicchetti A. Mini HTA Total €1,933 € 18,126 €2,914 € 24,467 €1,123 € 6,238 € 1,543 € 21,230 €1,935 € 14,947 €934 € 5,562
di rituximab e trastuzumab in formulazione sottocutanea, Working Paper Altems n. 1, 2017 Incremental cost -€16,193 € 21,553 €5,114 -€ 19,688 -€13,011 -€ 4,628

Abbreviations: ASCT = autologous stem cell transplant; DRd =daratumumab in combination with lenalidomide and dexamethasone; DVd = daratumumab in combination with bortezomib and dexamethasone; DVMP = daratumumab in combination with bortezomib, melphalan and prednisone; DVTd = daratumumab in combination with bortezomib, thalidomide and
dexamethasone; IA3 = interim analysis 3; IV = intravenous; N/A = not applicable; NDMM = newly diagnosed multiple myeloma; PL = prior line; RRMM = relapsed/refractory multiple myeloma; SC = subcutaneous; TTD = time-to-treatment discontinuation.
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CAVEAT: DRd and DVd data have been updated to the latest available cut-off following abstract submission
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