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Abstract

Obijective: To estimate the economic impact of the infroduction of olapa-
rib in the Spanish National Health System as maintenance monotherapy
in patients with BRCA-mutation positive high-grade serous ovarian cancer.
Method: A budget impact model was developed from the Spanish NHS
perspective and a fime horizon of 5 years for four treatment lines. The
model included prevalent and incident patients estimated according to
Spanish epidemiological data. Patients moved between treatment lines
according to the progression-free survival and overall survival curves ob-
tained from the respective clinical trials. Only direct costs [€ 2017) were
considered: pharmacological, administration, adverse effects and genetic
tests. The robustness of the model was verified by a univariate sensitivity
analysis.

Results: The use of olaparib meant that, after 5 years, 6% fewer patients
progressed fo later lines compared fo scenario without olaparib, remai-
ning longer in the second line and delaying the initiation of subsequent
lines. The total estimated budgetary impact ranged between € 1.6 and
€ 5.4 million (1-5 years). The economic impact associated fo the intro-
duction of olaparib is partially offset by the lower cost of chemotherapy,
related adverse events, and palliative care in patients with olaparib than
in patients without it.
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Resumen

Objetivo: Estimar el impacto econémico de la introduccion de olaparib
en el Sistema Nacional de Salud como monoterapia de mantenimiento en
pacientes con cdncer de ovario seroso de alfo grado y mutacién BRCA.
Método: Se desarrollé un modelo de impacto presupuestario desde la pers-
pectiva del Sistema Nacional de Salud y un horizonte tfemporal de cinco afios
a lo largo de cuatro lineas de tratamiento. El modelo incluye pacientes preva-
lentes e incidentes esfimadas a partir de datos epidemiolégicos esparioles. Las
pacientes se mueven entre las lineas de tratamiento en funcién de las curvas de
supervivencia libre de progresion y supervivencia global obtenidas de los res-
pectivos ensayos clinicos. Solo se consideraron costes directos (€ 2017): farma-
colégicos, de administracion, efecios adversos y test genéficos. La robustez del
modelo se ha comprobado a fravés de un andlisis de sensibilidad univariante.
Resultados: El uso de olaparib conllevé que, fras cinco afios, un &% menos
de pacientes progresaran a lineas posteriores, en comparacién al escenario
sin olaparib, permaneciendo mds tiempo en segunda linea y refrasando el
inicio de lineas subsiguientes. El impacio presupuestario fotal estimado oscilé
entre 1,6 y 5,4 millones de euros (1-5 afios]. Este impacio econémico se ve
parcialmente compensado por los costes de la quimioterapia, el manejo de sus
efecios adversos v los cuidados paliativos, los cuales producen ahorros para
el Sistema Nacional de Salud.
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Conclusions: Olaparib as maintenance treatment in patients with BR-
CA-mutation positive high-grade serous ovarian cancer increases progres-
sion-free survival and delays the use of subsequent chemotherapy, with an
budgetary impact for the Spanish National Health System of 5.4 million
euros after 5 years.

Introduction

Ovarian cancer [OC) was the fifth most frequently diagnosed cancer
in women in Spain in 2015 with 3,228 new cases, ranking sixth in terms
of 5-year prevalence with 7925 cases in 2012'. In spite of confinuous
advances in the identification of hereditary OC, surgery and the introduc-
tion of new therapies?, OC mortality remains considerable. In 2012, OC
was, after breast cancer (15.5%)', the sixth leading cause of cancer death
in women and the second cause of gynaecological cancer in Spain. The
high mortality associated to OC may be explained, af least in part, by the
non-specific clinical presentation, which makes an early diagnosis difficult
and means that approximately /5% of patients are diagnosed at advanced
stages®, leading to a worse prognosis, with a 5-year survival rate of 18.6%
for stage V4.

The maijority of histological types of OC are of epithelial origin (~90%)°
and, of these, high-grade serous ovarian cancer [HGSOC) is the most com-
mon, accounting for 70% of cases®. Additionally, it is characterized by a
potential alteration in the BRCAT and BRCAZ oncogenes in approximately
20% of cases’.

Each histological and/or molecular subtype is associated with distinct
clinical behaviour, but historically they have been treated as a single entity.
The combination of surgery and platinum-based chemotherapy is the gold
standard for the firstline treatment? of patients at advanced stages. Howe-
ver, 70% of patients relapse at 3 years®, resulting in multiple treatment lines.
Most patients respond to platinum therapy and are considered platinum-
sensitive when there is a progression-free period of > months from the last
dose?. Standard treatment may be combined with anfi-angiogenic thera-
py administered as maintenance monotherapy until progression, as it has
been suggested that maintenance therapies administered fo patients with a
partial or complete response fo chemotherapy may delay or even prevent
recurrences®.

Olaparib has recently been approved as maintenance monotherapy
in adult patients with BRCA mutation positive, platinum-sensitive (complete
or partial] recurrent epithelial ovarian, primary peritoneal, or fallopian tube
cancer. Olaparib is a poly ADP ribose polymerase inhibitor (PARPi), an en-
zyme involved in the repair of damaged DNA. It is the first approved PARP
and the only oral maintenance therapy in this subgroup of patients, and has
been shown to delay disease progression?, although its economic impact
for the Spanish health system has not been estimated ye.

The obijective of this study was fo esfimate the economic impact of the
infroduction of olaparib in the Spanish National Health System (SNS) as
maintenance monotherapy in adult patients with BRCA-mutation positive
HGSOC across different treatment lines.

Methods

A model was developed in Microsoft Excel 2013 with the different the-
rapeufic sequences recommended through which a patient cohort moves
across four freatment lines. The perspective of the analysis was the National
Health System (NHS) and fime horizon was 5 years. Two clinically equi-
valent cohorts of patients were compared in the two scenarios: with and
without olaparib.

Target population

The model included prevalent and incident patients diagnosed with
BRCA-mutation positive, platinum-sensitive (PSR] HGSOC according fo the
indication for olaparib. The annual incidence and the prevalence of OC in
Spain were obtained from the GLOBOCAN database'.Prevalent patients
enter the model in first year of the analysis from the second line of treatment
onwards, while incident patients enter the model each year in the first line
of treatment.

Conclusiones: Olaparib como tratamienfo de mantenimienfo en pa-
cientes con cdncer de ovario seroso de alfo grado y mutacién del gen
BRCA aumenta la supervivencia libre de progresion v retrasa la ufilizacién
de quimioterapia posteriores, con un impacto presupuestario para el Siste-
ma Nacional de Salud de 5,4 millones de euros tras 5 afio.

The base case scenario considered that 75% of patients would have
advanced OC?, with 90% having epithelial histology® and 70% high-grade
serous cancer®. It was assumed that 70% of patients undergo BRCAI/2
gene festing, with 20% being positive for a deleferious mutation in one of
these genes’. Finally, it was considered that 91% of incident patients would
start first line treatment with platinum-based chemotherapy, and that 65%
of prevalent patients had previously been treated with at least one line
of chemotherapy to which they responded'®. The 341 estimated prevalent
patients in the first year of the analysis were distributed between treatment
lines as follows: 27%, 34%, 22% and 17% for the 2nd, 3rd, 4th and>4th
lines, respectively (data on file). All these calculations for target population
are shown in table S1 (Supplementary Material).

Treatment alternatives

Across all freatment lines, patients received a 6-cycle platinum-based
chemotherapy regimen consisting of the combination of carboplafin plus
paclitaxel, gemcitabine or pegylated liposomal doxorubicin (PLD) following
the recommendations of guidelines? and the indications of the summary
of product characteristics. Subsequently, patients received maintenance
freatment until disease progression, consisting in: either watch and wait
(W&W), bevacizumab or olaparib (Figure 1).The assumed distribution of
use according fo market dafa (data on file) of each doublet chemotherapy
and maintenance therapy is shown in tables S2 and S3 (Supplementary
Material).

Clinical parameters

Patients advance through freatment lines or exit the model according to
the progression-ree survival (PFS| and overall survival (OS] curves obtained
from the corresponding pivotal clinical trials. The probability of progression
to the next line of treatment was obtained from the difference between
the PFS and OS curves, that is, in each cycle of the model patients who
changed therapeutic line were the living patients (based on OS curve) who
experienced progression (based on PFS curve).

The PFS curves of W&W and olaparib were developed according to the
Kaplan-Meier (KM) curves reported in Study 19 for BRCA mutation positive
patients!, where the median PFS was 11.2 months for olaparib and 4.3
months for W&W. This study included patients who had received af least
two lines of chemotherapy, so the same curve was used in these alternatives
for all treatment lines from the second onwards. For bevacizumab, the KM
PFS curves reported in the GOG-218'7 study were used for the first line and
the OCEANS® study for the second line.

Because the clinical trials of bevacizumab and olaparib showed no
statistically significant differences in OS versus the comparator, a single OS
curve was developed for each line, regardless of the maintenance treatment
administered.

Therefore, it was decided to develop exponential curves based on the
average of the median OS reported in the bevacizumab studies, since they
were specific for first and second treatment lines, using the GOG-218 study
(39.5 months) for the first line'? and the OCEANS study (33.3 months) for
the second line'®. In the absence of specific OS data for the third and fourth
lines, and to simulate the decrease in survival in these lines, a correction
factor was applied fo the median OS calculated in the previous line. For this
purpose, the same reduction in OS that was reported in the study by Hanker
et al. was assumed'. Therefore, applying a correction factor of 64% with
respect fo the second line and 79% with respect to the third line, the calcu-
lated median OS in the third and fourth lines were 21.3 and 16.8 months,
respectively. It was assumed that all patients that progressed beyond the
fourth line would undergo palliative care for five month and until death.
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Figure 1. Bev: bevacizumab; WEW: watch and wait; OUT: leaves the model due fo death.

Resource use and costs

The analysis only included direct costs (€ 2017): pharmacological, ad-
ministration, adverse events [AE) associated with chemotherapy and the cost
of BRCA gene testing (in the scenario with olaparib).

The exfactory price'® was used fo calculate the pharmacological costs,
applying the corresponding deduction according to RDL 08/2010 (7.5%
for bevacizumab and 4% for olaparib)’®. The dosage recommended in the
summary of product characteristics for each product [used in respective
clinical trials as well] was used®, selecting the most economical packa-
ging and considering the optimization of vials. To calculate infravenous (IV)
doses, a mean weight of 73 kg, as reported in the OCEANS study for
patients with OC (close to that reported in Study 19-mean of 73.3 kg,
and a mean body surface area of 1.76m? were used [calculated from the
weight and height reporfed by the National Institute of Statistics for the
Spanish population). The unit cost of one IV administration was € 263.46
18, The estimated monthly (4 weeks| costs were between € 870.01 and €
1.402.36 for platinum-based chemotherapy, € 4,648.87 for bevacizumab
and € 4,780.80 for olaparib as maintenance treatment (Table S4, Supple-
mentary Material).

The duration of freatment considered was 4.5 months (6 cycles) for dou-
blet chemotherapy and until progression (according fo PFS] for maintenance
treatments (bevacizumab or olaparib). In the case of palliative treatment, a
cost of € 838.71€ was considered for the 5 months prior to death'.

The cost of AE due to chemotherapy [with a frequency>1% in the
ICONY study?®) was calculated as the weighted mean of the unit cost of
each evenf® and the percentage of patients who experienced it during
the study. The weighted cost aftributed to AE due fo chemotherapy was €
183.85 (Table S5, Supplementary Material).

In the scenario with olaparib, where patients had been tested for the
BRCA mutation, the cost of the genetic test was € 1,214.887'.

Sensitivity analysis

To evaluate the robustness of the results and determine their influen-
ce on the base case results, a univariate sensitivity analysis was perfor
med, modifying individually the parameters with the greatest uncertainty.
Therefore, parameters analysed were: the target population (+ 5% of the

parameters related fo BRCA testing), correction factors for OS in the 3rd
and 4th lines (= 50%), market shares of olaparib in the 2nd 3rd and 4th

lines (+20%), alternative parametrization of PFS curve for olaparib (log-
normal distribution) based on Hettle et al. 22, duration of maintenance
freatment (maximum duration of 16.5 months for olaparib and 15 months
for bevacizumab in the st line?), weight and body surface area (+20%
and = 10%, respectively), olaparib dose (mean 659.7 mg in Study 19",
chemotherapy cost (25% and +25% considering brand PDL) and the unit
costs of BRCA testing and IV administration (+ 50% and+20%, respecti-
vely).

Results

The results of the base case analysis show that the use of olaparib
would generate an additional cost for the NHS of € 5 million in the third
year, remaining stable until the fifth year. Although the economic impact
of the cost of maintenance treatment and BRCA festing is positive, it was
partially offset by the cost of chemotherapy and their related AEs, and the
cost of palliative care, that were lower in patients with olaparib than in
patients without olaparib (Table 1). In Supplementary Material (Table S6)
shows cost breakdown by treatment line, considering only drug and admi-
nistration costs.

These results are conditioned by the clinical benefit provided by ola-
parib, since its use prolongs the PFS in comparison with the W&W alter-
native. In this context, after 5 years, it is estimated that é% more women
(167/584 vs 131/584) would remain free of progression in the second line
of treatment in the scenario with olaparib, meaning that patients remain in
early treatment lines for longer and the use of subsequent chemotherapy is
delayed (Figure 2).

The results of the sensitivity analysis show that the greatest variability in
the base case results occurred in the calculation of the target population,
with changes of around 30-35% with respect fo the base case. The remai-
ning parameters analysed had a more moderate influence, ranging from
25% for the duration of maintenance freatment to 1% for the unit costs of
BRCA testing and IV administration (Figure 3).

Discussion

Historically, ovarian cancer has been treated as a single enfity, being
surgery and the combination of platinum-based chemotherapy the gold stan-
dard. Even so, relapse rafes remained high, resulting in multiple treatment
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SCENARIO WITHOUT OLAPARIB Year 1 Year 2 Year 3 Year 4 Year 5
Chemo B €3I305,]89 .............. €2,4421174 .............. €216251199 .............. €2,7831894 .............. €2,9]314]6 .......
Adverse events due fo chemotherapy € 90,650 € 54,336 € 55,738 €58,111 € 60,066
Maintenance € 4,847,396 € 6,264,077 €6,811,074 €7,047,504 €7,261,956
Palliative € 364,656 € 231,366 € 180,551 € 168,500 € 201,455
BRCA genetic test €0 €0 €0 €0 €0
KOTAE SIS 070 /[ 10— LA ShJ-07e'=S e 0 0=OTORESSR N0 15 0105 S
SCENARIO WITH OLAPARIB Year 1 Year 2 Year 3 Year 4 Year 5
Chemo e €31238,29] .............. €2’3651355 .............. €215”1687 ............. €2,660,”o .............. €2’7861522 .......
Adverse events due fo chemotherapy € 90,650 € 53,144 € 54,453 € 56,643 € 58,621
Maintenance € 6,328,421 €9,261,882 €11,983,773 €12,433,261 €12,589,215
Palliative €358,776 € 186,630 € 138,966 €126,294 € 156,484
BRCA genetic test €256,415 € 259,530 €262,611 € 265,613 € 268,683
B Sil0272 S E—. Sil2205 e e I e o I L )
BUDGETARY IMPACT Year 1 Year 2 Year 3 Year 4 Year 5
Chemo by €661898 ................... €76,8]9 ................. €”315]2 ................. €]23,784 ................. €]261895 .......
Adverse events due to chemotherapy €0 €-1,192 €-1,285 €-1,468 €-1,445
Maintenance € 1,481,025 € 2,997,805 €5,172,698 € 5,385,757 € 5,327,259
Palliative €-5,880 € -44,735 €-41,585 € 42,206 €-44,971
BRCA genetic test €256,415 € 259,530 €262,611 € 265,613 € 268,683
TOTAL € 1,664,662 €3,134,588 € 5,278,927 €5,483,913 € 5,422,632

lines, with disease-free intervals becoming shorter, and eventually resistance
and reduced survival.

Today, in the era of personalized medicine, there is a demand for target
treatments specifically for a population previously identified through a pre-
dictive biomarker of response, ensuring the patients who benefit most from
treatment are selected.

The recent approval of olaparib for treatment of patients with BRCA-
mutation positive HGSOC s, thanks to its PARP inhibition mechanism, an
innovative new therapeutic option for BRCA-mutation positive OC, since it
allows the selection of those patients who benefit the most and therefore it
leads to a more efficient use of economic resources”. As maintenance the-

rapy, olaparib can prolong the duration of tumour remission and thus increa-
se the time to progression, as well as favouring the control of disease-related
symptoms, and delaying the need for subsequent lines of chemotherapy,
thus maintaining or improving the quality of life.

There are few economic evaluations in OC, although in the recent years
the number of pharmacoeconomic studies published following the approval
of olaparib* and, in greater numbers, bevacizumab, has increased?>?2.
The maijority of these studies are cost-effectiveness studies using Markov mo-
dels to compare the costs and long-term effects of introducing olaparib or
bevacizumab as maintenance treatment for OC. No budget impact studies
have been identified in this context.
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Positive percentages imply that there are more patients in the “with olaparib”
scenario in the line in question than the “without olaparib” scenario. Negative
percentages represent fewer patients in the “with olaparib” scenario in the line in
question than the “without olaparib” scenario.
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Figure 2. Percentage difference in the distribution of patients between treatment
lines in the “with olaparib” scenario with respect to the “without olaparib” scenario.
BSC: Best supportive care.

Figure 3. Univariate sensitivity analysis tomado diagram, cumulative 5-year
result. PFS: porgression-ree survival. OS: overall survival. IV: intravenous.
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Therefore, the present analysis is the first fo defermine the economic im-
pact of the introduction of olaparib as maintenance therapy in different OC
treatment lines. In addition, by modelling the patient flow between successive
treatment lines based on the PFS and OS, the analysis allows to esfimate the
proportion of women who might benefit from receiving effective maintenan-
ce therapies in the short term, delaying subsequent lines of chemotherapy.

In economic ferms, the results of the analysis show that the scenario with
olaparib would generate an additional cost for the Spanish NHS of € 1.6
to € 5.4 M from the first fo the fifth year. This is because olaparib can be
used in patients where the only option was WEW until progression, which
did not involve pharmaceutical expenditure. In addition, considering that the
tofal expenditure on cancer drugs in Spain in 2016 was € 1,920 million?,
the additional cost of introducing olaparib would represent 0.09% of it, in
the first year and 0.28% at five years.

Based on the study results, olaparib provides collateral savings despite the
higher pharmaceutical costs because a greater percentage of patients stay
in early therapeutic lines for longer, incurring less costs associated with the
administration of subsequent chemotherapy and palliative treatments. At the
same time, it is expected that the increased pharmacological costs associated
with olaparib could have been mitigated if other types of direct costs were in-
cluded in the analysis, such as medical visits, hospital stay and emergency ad-
missions, as well as indirect costs due fo lost work productivity of the patient or
caregiver. In Spain, Anfofianzas et al*° calculated the direct and indirect costs
associated with various types of cancer. Although they did not include OC,
they did report the results in cervical cancer, which amounted to € 49M per
year in direct costs and € 43M per year in lost productivity. An ltalian study by
Angioli ef al®" esfimated that the mean annual cost for each caregiver during
the firstline treatment of OC was € 10,981, with 3% of total work days lost.

The present analysis has some limitations, including those inherent to
pharmacoeconomic models analysing successive lines of treatment, which
can make it difficult to correctly represent clinical reality. In this respect, due
to the lack of efficacy data conditioned on previous treatments, reported
data on the efficacy of maintenance therapies according fo the treatment
line (in bevacizumab) and assuming the same efficacy for all the lines on
olaparib were used. The efficacy of some these drugs might vary according
fo previous freatment or the time elapsed since the previous treatment.

Another limitation in the modelling of the OS is that we used an expo-
nenfial parametric approach fo construct the curves, allowing adjustment
according to the median values. In addition, since specific survival data
for each line was not available, correction factors were applied to avoid
overestimating the number of women in the most advanced lines.

Additionally, model compares indirectly patients treated with olaparib
[based on characteristics of Study 19) and patients treated with bevacizu-
mab (based on characteristics of OCEAN study), what supposes another
limitation of the analysis, due of the absence of Matching-adjusted indirect
comparisons or a network meta-analysis.

A further limitation inherent fo budget impact analyses is the future market
shares of the treatments. In the present analysis, although real market data
were used fo approximate the current utilization rate, establishing the distri-
bution of the maintenance therapies used over five years results in uncertain-
ty that has repercussions, in absolute terms, in the final results of the analysis.

Another limitation is the lack of a national cost database. Therefore,
the unit cost of some parameters, such as the genetic test to identify BRCA
mutations or infravenous adminisfration, may vary between autonomous
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5-year
prevalence

N cases of OC in Spain 7,925
Advanced stage OC 75% 5,944
Advanced epithelial OC 90% 5,349
cpneiol 68 ¢ Ak S
BRCA mutation test 70% 2,621
BRCA mutation identified 20% 524
Platinum-based 21% )
chemotherapy-treated (1L)

o
Target population 341

OC: ovarian cancer; L: therapeutic line.
341 esfimated prevalent patients enter the model in first year. Estimated incident patients (211 to 221) enter the model consecutively every year in first line.

Annual
incidence

3,639 3,681
2,729 2,761

2,457 2,485

1,680 1,700 1,720 1,739

1,176 1,190 1,204 1,218
235 238 241 244
214 216 219 221
214 216 219 221
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Table S2. Distribution of platinum-based chemotherapy regimens among the patients through the four treatment lines for olaparib and
W&W as maintenance therapy*

Chemotherapy First line Second line Third line Fourth line
quboplahn+Pacl|rqxel ................................................................ ppg— o I R
Carboplatin + Gemcitabine 22% 18% 35% 35%
Carboplatin +Pegylated liposomal doxorubicin 20% 15% 25% 35%

* For bevacizumab as maintenance therapy, Carboplatin + Paclitaxel and Carboplatin + Gemcitabine are the platinum-based chemotherapy regimen for first and second line,
respectively.

Table S3. Distribution between maintenance treatments through the treatment lines for the scenarios analysed (without and with olaparib) -

Scenarios Therapy adm. in the previous line Therapy adm. in this line Year 1 Year 2 Year 3 Year 4 Year 5

Maintenance treatment after first line chemotherapy

Without and with = W&W 64% 64% 64% 64% 64%
olaparib - Bevacizumab 36% 36% 36% 36% 36%
Maintenance treatment after second line chemotherapy

Therapy adm. in 1st line Therapy adm. in 2nd line Year 1 Year2 Year3  Year4  Year 5

WEW WE&W 74% 74% 74% 74% 74%

Without olaparib Bevacizumab 26% 26% 26% 26% 26%
Bevacizumab W&W 100% 100% 100% 100% 100%

WE&W 60% 60% 62% 64% 56%

W&E&W Olaparib 15% 18% 20% 22% 34%

With olaparib Bevacizumab 25% 22% 18% 14% 10%
Bevacizumab WEW 35% 28% 22% 17% 15%

Olaparib 65% 72% 78% 83% 85%

Maintenance treatment after third line chemotherapy
Admissions therapy on the 2nd line  Therapy adm. In 3rd line Year 1 Year2 Year3  Year4  Year5

Without olaparib WE&W WE&W 100% 100% 100% 100% 100%
Bevacizumab WEW 100% 100% 100% 100% 100%
WE&W 75% 80% 82% 85% 88%
waw Olaparib 25% 20% 18% 15% 12%
With olaparib Bevacizumab WEW 75% 77% 80% 82% 84%
Olaparib 25% 23% 20% 18% 16%
Olaparib WE&W 100% 100% 100% 100% 100%

Maintenance treatment after fourth line chemotherapy
Therapy adm. in 3rd line Therapy adm. In 4th line Year 1 Year2 Year3  Year4  Year 5
Without olaparib WEW WEW 100% 100% 100% 100% 100%
WEW WE&W 70% 75% 77% 80% 83%
With olaparib Olaparib 30% 25% 23% 20% 17%
Olaparib WE&W 100% 100% 100% 100% 100%

WEW: watch and wait; Adm: administered

Table S4. Monthly cost of doublet chemotherapy and maintenance treatments

Treatment Dosage Mg/cycle  Cost/cycle*  Cost/month * Alternative cost/month
Cobopln T " Oomg/m2/cyc|e ....................... . T o
Gemcitabine 1 g/m? days 1 and 8 of the cycle 3520 €153.82 €205.10 Carbo+gem” € 1,402.36
Doxorubicin / PLD 50 mg/m? each 4 weeks 66 €18.02 €24.02 Carbo+PLD € 870.01 / € 2,473.37
Paclitaxel 175 mg/m?/cycle 308 € 402.34 € 536.45 Carbo +pacl” € 1,382.43
Bevacizumab 15 mg/kg/cycle 1.095 €3,223.20 € 4,297.59 € 4,648.877
Clepaiio o Lo OO G el S S S ACO N,/ '

Carbo: carboplafin, Gem: gemcitabine, Pacl: paclitaxel, PLD: pegylated liposomal doxorubicin. The price used is the exfaciory price consulted in the Botplus, applying
the deduction of RDL 8,/2010 to May 2017 for bevacizumab (7.5%) and olaparib (4%). The mean weight used for the calculation was 73 kg and the mean body surface
was 1.76 m?. In all cases, where possible, optimization of vials was considered. * One cycle consists of 21 days (3 weeks| and one month consists of 28 days (4 weeks).
Alncludes the cost of IV administration of € 263.46 per infusion.
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..........................................................................

Adverse event Rate * Unit cost
NeU"Opemc ........................................................................................ ] 5]% .......................................................................... €]869018 .................................
Febrile neutropenia 1.9% €2,650.86'®
Thrombocytopenia 2.0% €524.04'®
Arterial thromboembolic event 1.4% € 3,527.54'8
Venous thromboembolic event 1.8% €2,716.20'8
€ 183.85

* Standard Chemotherapy arm of ICON7 study?

Table Sé. Results for drug and administration costs, breakdown by treatment line (euro x 1,000)

SCENARIO WITHOUT OLAPARIB Year 1 Year 2 Year 3 Year 4 Year 5
1L€4727€6135€6536€é701€6806 .............
2L €2,126 €1,956 €2,211 € 2,337 € 2,507
3L €758 € 352 € 444 € 495 € 530
4L € 542 € 263 € 245 € 299 € 332
4L+ (BSC) € 365 € 231 €181 €169 € 201
N A €8,517 i €8.938 i €9,617 i, €10000 i €10377
SCENARIO WITH OLAPARIB Year 1 Year 2 Year 3 Year 4 Year 5
lL€4727€6,135€6536€6,701€6806 .............
2L € 2,425 € 3,218 € 4,402 €5,190 € 5,852
3L €1,736 €1,533 € 2,625 € 2,262 € 1,803
4L € 679 €742 € 933 € 941 €914
4L+ (BSC) € 359 €187 €139 €126 €156
TOTAL €9,925 €11,814 €14,634 € 15,220 € 15,532
BUDGETARY IMPACT Year 1 Year 2 Year 3 Yeor 4 Year 5
lL€O€O€O€O ................................... € O ..................
2L € 299 €1,262 €2,191 €2,853 € 3,345
3L €978 €1,180 €2,181 €1,767 €1,273
4L €137 € 479 € 688 € 642 € 583
4L+ (BSC) €-6 €-45 €-42 €-42 €-45
[UOUD €1A08 i) €2876 .. i €5018 ! €522 €515 .

BSC: best supportive care
Cost of AE due to chemotherapy and testing cost for BRCA mutation are not included in this table



