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Objective

This study aims to evaluate the cost-effectiveness of pasireotide versus other

second-line pharmacological treatments in the Brazilian public payer setting for
adults withacromegaly forwhom surgeryis not an option orhas notbeen curative
and who are inadequately controlled with another somatostatin analogue.

Background

e Acromegaly is a rare hormonal disorder caused by excessive levels of growth hormone (GH)

Methods (Cont’d)

Results

e Patients remain on second-line treatment until death if they achieve FC or PC during the six-month
decision tree (initial) phase, whereas patients with uncontrolled disease move to a subsequent
line. During the initial phase, patients may also move to a subsequent line due to loss of efficacy
or treatment discontinuation due to serious adverse events (AE).

e Patients who achieve PC during first assessment are administered an increased dose of active
treatment to achieve better control.

¢ |nthe Markov phase, patients can move to a subsequent line if they lose efficacy to second-line
treatment. In the base case it is assumed that no patients lose efficacy throughout lifetime. In
the scenario analysis, the probabllity of treatment effect loss for patients treated with pasirectide

Health-related Quality of Life

e Patients’ quality of life was captured through (1) health-state utility; (2) treatment-related AE
disutility; and (3) comorbidity-related disutilities per health state.

e Health state utilities for FC and NC health states were based on Liu 2018,"® the subsequent
treatment utility was derived from Kyriakakis 2017'° and the PC utility was assumed to be the
average of FC and PC values.

e The comorbidity distribution depends on biological control criteria and was derived from
published studies.>* The model considers only cardiovascular (hypertension, arrythmia,

e Compared to maximal doses of SRLs, pasireotide was associated with higher incremental
quality-adjusted life years (QALY) (0.95), resulting in an incremental cost-effectiveness ratio
(ICER) of R$150,051 and R$159,143 per QALY (Table 6) vs. maximum doses of octreotide
and lanreotide, respectively.

Table 6. Model Results. Base Case—GH and IGF-1 is Biochemical Control
Criteria

Health Outcomes Octreotide max dose Lanreotide max dose

e |InascenariowithIGF-1 normalization asthe only biochemical control criterion, pasireotide was
dominant versus pegvisomant and pegvisomant + lanreotide, but less costly (-R$855,724)
and less effective (-0.036 QALYs) versus pegvisomant + octreotide (Table 7). The results
versus SRLs were comparable to the base case.

e T[he results of the scenario assuming that some patients can lose the effect of second-line
treatment (despite FC or PC) are similar to the base case. Pasireotide was associated with
higher incremental QALY's (0.74), resulting in ICER of R$116,620 and R$128,358 per QALY
vs. maximum doses of octreotide and lanreotide, respectively.

e A scenario that applied efficacy data with the 1.0 pug/l GH cut-off from an extension to the

and insulin-like growth factor 1 (IGF-1); was tested (based on the discontinuation rate from PAOLA study).® Card'Om}’QpathY),_ erﬂoonne (dlat?etes) and respiratory l(Sleep apnea). comorbidities. o 1V 14.3989 141117 141117 PAOLA study?® resulted in R$158,105 and R$178,893 cost per QALY vs. octreotide and
J - | | o | o | Comorbidity distributions were available for FG and NC patients; assumptions were made Ul Control > 3383 0.0000 0.0000 lanreotide, respectively
e Patients with acromegaly also develop disease-associated comorbidities, including diabetes, ° Thg subggql_uicnt Iln?cotnssrtfs, ofhfett)!mehmedclal treetltrrlwer);[rs] %rTa C%EE'?ﬁt'ontOf radiotherapy (RP to estimate values for partial control and subsequent treatment health states. S — 0.0288 oloooo o.oooo ' | |
hypertension, cardiomyopathy, colon cancer, and sleep apnea* that impact quality of life® and and an oRL. Ifa patient achieves blochemical Control wi T Sy Stop any acromegaly | | | o0 - IGF-1 is Bi ' iteri
C;/ESG EXCOSS morta”t%ﬁp / PaP peact Ay treatment. Otherwise, if RT + SRL did not have a successful result, they continue receiving the Table 4. Health State Utilities No Control 0.2500 0.2500 0.2500 Table 7. Model Results. Scenario - IGF-1 is Biochemical Control Criteria
| | | | o o same SRL for lifetime after RT duration is over. Considering available acromegaly treatments ' Subsequent Treatment 11.2318 13.8617 13.8617 Incremental Octreotide | Lanreotide _ Pegvisomant + | Pegvisomant +
, : , : : : : : : asireotiae
o I|n case tqf persllstent fﬁf\ﬁfe afte; SLJJ[I’%ery, medtlcal |'ther?jpy (g Fgf_;:()(mrlwenggd. lFlrst-gige)ratlog lanreotide + RT in a subsequent line. Health State Health State Utilities | Base case (GH and IGF-1) Scenario (IGF-1) Full Control 1.8319 0.0000 0.0000 T—— VY e N N TG e
ong-acting release somaiosialin recepior iganas octreoude, lanreotide) an e The model implements a lifetime horizon. Costs and benefits are discounted at a rate of 5% per =ull Control 07500 - 01156 - 04292 Partial Control 0.0142 0.0000 0.0000 ' ' ' ' '
cabergoline (for patients with modest elevations of IGF-1 and mild signs and symptoms of year.© - Og & ' ' ' Nar(') 0 |r 0.0878 0.0878 0.0870 Incremental QALYS 1.2298 1.2307 0.1688 -0.0357 0.1005
acromegaly) are recommended as first-line treatments.5” | | | FelizOolie Gien 00 2 YL > Uil 0 Lontro ' ' ' ncremental Costs | R$184,029 | R$192765 | -R$440,543 "R$855,724 -R$673,342
| | | | o e Inthebase case, the model applies GHand IGF-1 as biochemical markers for treatment response No Control 0.5300 - 0.1784 - 0.1804 Subsequent Treatment 3.8417 4.7413 4.7413 PAS is less costly
° E?e%(ig;)rlgege(jce(?n ds_e%%ne?;g;en ggelitrr/]veitr%t h(i)pftli)?r? di?wre af1l1ti8r;[i:[gefgfrf?fjlOmnanSEOL;atF())ztslartier?trlgse (;r; and evgluates the cost-effectiveness of pasirectide against maximal doses of lanreotide and Subsequent Treatment 0.5500 - 0.1407 - 0.1455 Pasireotide Octreotide max dose Lanreotide max dose ICER per LY R$489,774 RE513,024 | PAS is dominant less effective PAS is dominant
) J . J > y . °ob octreotide. GH = growth hormone; IGF-1 = insulin-like growth factor 1 Total Costs R$775,849 R$633,834 R$625,098 | | PAS is less costly | |
subtypes 1, 2, 3, and 5) that impacts GH and IGF-1, and pegvisomant-based regimens , o | ICER per QALY R$149,637 R$156,636 | PAS is dominant 77| PAS is dominant
(monotherapy and combination with an SRL)® that target only IGF-1 normalization.? e 0 assess pegvisomant-based treatments that target only normalization of IGF-1 concentration, | | | | Drug acquisition R$737,497 R$595,718 R$586,958 less effective
| | | o | the model incorporates a scenario where efficacy is defined as IGF-1 normalization only, since e Foreach intervention, the model employed grade 3—4 AEs that occurred in >2% of patients®'=° Administration RS0 RS0 RS0 AE = adverse event; ICER = incremental cost-effectiveness ratio; LY = life year: PAS = pasireotide; QALY = quality-adjusted life year
e Patients may achieve full control (FC), partial control (PC), or remain in no control (NC) state in pegvisomant is not a recommended treatment in the Brazilian acromegaly treatment guidelines. for any treatment. AE disutilities were extracted from the published literature.>2026 AE disutilities i =— = =
terms of biomarker levels as defined in Table 1. (Note that updated treatment practice guidelines for the modeled treatments ranged between 0.0002 and 0.0035. Subsequent treatment utility .g ’ ’ ’ .
published in 2014 recommend a more stringent level of GH for FC, <1 pg/L.° However, to be Model |nputs was decremented for hypopituitarism disutility (-0.1172) for the duration of RT (10 years) as Comorbidity R$30,679 R$31,200 R§31,200 ConCI USIOnS
consistent with all efficacy data sources, the model applies a 2.5 pg/l GH cut-off. Treatment it is a common toxicity. AE management R$632 R$752 R$776

effects based on a 1.0 pg/l GH level were assessed in the scenario).

Clinical Inputs

Dosing and Drug Acquisition Cost Inputs

Lanreotide max dose

Octreotide max dose

Incremental Results

e The CEM population comprised patients who were already treated with

 as e Transition probabilities for pasireotide and SRLs were based on the PAOLA™ clinical trial. Incremental LYs 0.2871 0.2871 , : : - :
S , AR , | , - - - a2’ - a0t maximum dose of first-generation SRLs (octreotide and lanreotide) and
Table 1. Acromegaly control definitions When alternative biochemical criteria (disease control biomarker: IGF-1) were considered in ° Lalnre2§’lude, OCJ[I’GO’[(I)de, and (.:a.bergollnelprlces are exempted frolm tax, while the pasireotide Incremental QALYs 0.9464 0.9473 remained with uncontrollg d disease Treatn(lent with pasireotide resuI’Ze d in
Biochemical criteria option 1: Biochemical criteria option 2: IGF-1 a scenario, the model applied odds ratios from a network meta-analysis'2 to derive transition price™ includes 17% tax as it is not a reimbursed product in Brazil Incremental Costs R$142,015 R$150,751 . d health LVs and ' ALY di P 3 g
control GH and IGF-1 probabilities for pegvisomant-inclusive treatments. Transition probabilities are summarized : — ICER per LY R$494,572 R$524.996 Improved heait OUtcomes_( S Elk QALYs) an ezl cost celeEins to
Full Control GH < 2.5 g/l and IGF-1 < ULN2185 GE-1 < ULN"3 n Table 2 and Table 3. Table 5. Dosing and Drug Acquisition Cost Inputs CER v ALY 8150051 6159143 monotherapy treatments with maximal doses of octreotide and lanreotide.
0 0 . : SRTIPNT . : .
Partial Control Not full control, at least 50{0 decrease Not full control, at 'ea_SE 50% decrease e During the first 6 molnths from treatmen.tllmhatlon patients may.dlscontlnue treatmgnt dye Monthly Increased Monthly AE = adverse event; ICER = incremental cost-effectiveness ratio; LY = life year; QALY = quality-adjusted life year e The high burden of disease reflected in a high standardized mortality ratio
in GH and IGF-1 in IGF-1 dJ N 3- N babil fO.67% f de 21 2.62% f d Treatment Base Dose Dose (applied : _ =
to adverse events, with 5-month probability ot U677 Tor octreotide, = 2.627o for pasireotiae cost - cost relative to the general population and comorbidities that are prevalent among
No Control Not full control, not partial control™2"3° Not full control, not partial control™ (average of 40mg and 60mg dose discontinuation),” and 10.56% for lanreotide.™ — iofpaticnts) e The deterministic sensitivity analysis (DSA) demonstrated that the model results were most e ot aarereeal revs| e e Eree G Aelk resalne redies | rEee o
GH = growth hormone; IGF-1 = insulin-like growth factor 1; ULN = upper limit of normal Pegvisomant based treatments had 5.53-10.56% treatment discontinuation probability. 2 zai'rei'?e : jgmggz jays Eif;-;;mg Eig(jjg jgmggz jays giﬁ;igmg Ei;,?ig sensitive to variation of FC and subsequent treatment utilities and doses of pasireotide gf satients with un(:gon¥rolled diseasre) Clinioal trial outco?nes <how that
e |n subsequent line with the combination of RT and medical treatment, the duration of therapy CHeo ', © Max cose nd i Al ’ o = il ’ (Figure 2). pasireotide provides significant health b.en efits to these patients. With limited
was assumed to be 10 years, and the proportion of patients experiencing control is 60%.® Lanreotiole max dose | 120mg/28 days | R$17.07/mg | R$2,226 | 120mg/28 days | R$17.07/ng | R32,226 e The brobabilist tivity analvsis (PSA) analvsis showed that in 100% of iterati reotid : . : : : o
Additional comparator evaluated in the IGF-1 scenario © Probabilistic sensitivity ana ySI,S( )aﬂa ySIS ShOwe d l_n o OTtErations pasirective Optlons for Second'llne medlcal treatment In BraZ", the I‘elmbursement Of
et O S . . . was more costly and more effective than SRL comparators (Figure 3). e aerEls AreEl 5 err e e e T
Table 2. Transition probabilities (GH and IGF-1). Source: PAOLA study! Pegvisomant 13mg daily | R$25.39/mg | R$10,045 20mg daily | R$25.39/mg| R$15,454 P -
. - : .. _— o Pegvisomant Pegvisomant
e Ahybrid model combining a six-month decision-tree (initial) phase followed by a lifetime Markov Treatment First Assessment (at 3 months) Second assessment (at 6 months) Peguisormant + 1§m g daily R$25.39/mg ng g daily R$25.39/mg Figure 2. Tornado Diagrams of One-way Sensitivity Analysis
phase with six-month cycles was designed to show the health and economic outcomes of Achieve | Achieve | Remain | PC achieve EC with Octreotide Octreotid R$16,451 Octreotid R$19,314 R eferen ces
pasireotide. FC PC in NC* increased dose Remain in PC CHreOlae R$118.35/mg CHeOlae R$118.35/mg INCREMENTAL COST-EFFECTIVENESS RATIO (ICER): INCREMENTAL COST-EFFECTIVENESS RATIO (ICER):
30mg/28 days 30mg/28 days PASIREOTIDE VS. OCTREOTIDE MAX DOSE PASIREOTIDE VS. LANREOTIDE MAX DOSE | | | | | .
o All patients enter the model with NC of acromegaly, have failed first-generation SRLs in the Pasireotide 8.01% 11.99% 80.00% 100.00% 0.00% Pegvisomant Pegvisomant " bowerBound & Upper Bound = Lower Bound = Upper Bound Melmed S. J Ciin invest. 2009 T1(11:5183-3202 Hu S, &t al. Jinvesty Med. 2018,60(5:553-660.
. ine, and start receiving a base dose @0mg) of pasireotide or another second-ine Octreotide max dose 0.00% 0.00% 100.00% NA NA ey 15ma dai R$25.39/mg 20ma dai R$25.39/mg ity Full Gontra ity ol ot Carmichael JD, et al. BMC Endocr Disord. 2017;17(1):15. Kyriakakis N, et al. Clin Endocrinol (Oxf).
Previous : g g P - - - GQVISQmaﬂT + g dally R$13.817 g cally R$17681 Colao A, et al. Eur J Endocrinol. 2011;165(5):713-721. 2017,86(6):806-815.
comparator. Lanreotide max dose 0.00% 0.00% 100.00% NA NA Lanreotide Lanreotide Lanreotide SRS EEETL e I ERIERGIETI CEoT Davi MV, et al. Eur J Endocrinol. 2008;159(5):533-540. Shiroiwa T, et al. Value Health. 2021;24(8):1193-1202.
: : : : x - - - 120mg/28 days R$17.07/mg 120mg/28 days R$17.07/mg Drug high dose (mg): Pasireotide Drug high dose (mg): Pasireotide Whitti t MD. et al. Growth H. /é/r R Pasireotide. Study CSOM230C2305. Full Clinical Study
e Disease control is evaluated after three months (first assessment) and six months (second All no control patients move to subsequent fine after first assessment ngton N St 8. rowtn rorm Fak Res. ' '

Report. 2012. After crossover data. Data on File
An Z, et al. BMC Endocr Disord. 2020;20(1):57.
Colao A, et al. Endokrynol Pol. 2019;70(4):305-312.
Leonart LP, et al. Endocrine. 2019;63(1):18-26.

2021;59:101389.

Katznelson L, et al. J Clin Endocrinol Metab.
2014;99(11):3933-3951.

Melmed S, et al. Nat Rev Endocrinol. 2018;14(9):552-561.

FC = full control; NA = not applicable; NC = no control; PC = partial control

Drug base dose (mg): Pasireotide Drug base dose (mg): Pasireotide

|IGF-1 = insulin-like growth factor 1; PC = partial control

Note: dose of octreotide monotherapy was based on the Brazilian acromegaly guideline®®

Note: Base dose of pegvisomant was based on average baseline data of patients treated with pegvisomant excluding data on
patients with Omg dose in ACROSTUDY.*°

assessment) from second-line therapy initiation during the decision-tree phase.

Drug high dose (mg): Octreotide max dose Drug high dose (mg): Octreotide max dose

Sbsq tmt comorbidity prevalence: Sleep
apnoea

e Depending on the treatment effects at the assessments, patients enter the Markov phase
continuing second-line treatment or transitioning to a subsequent line as described in Figure 1.

Table 3. Transition probabilities (IGF-1). Source for pegvisomant-based

Drug high dose (mg): Lanreotide max dose

Sbsq tmt comorbidity prevalence: Sleep

treatments - ITC,'? remainder - PAOLA" Note: Pegvisomant is up-titrated over time until maximum licensed dose of 30mg/day is reached.®® The dose increase per half apnoea Prug high dose (m): Lanreofide max dose R$155.501r S 154,19 Giustina A, et al. J Endocrinol Invest. 2017;40(6):577-589. Trainer PJ, et al. N Engl J Med. 2000;342(16):1171-1177.
. _ year (in pegvisomant monotherapy 0.31mg/day and in pegvisomant combination therapy 0.89mg/day) was estimated based on FC comorbidity prevalence: Sleep apnoea R$145,281MIR$155,311 FC comorbidity prevalence: Sleep apnoea R$154,108]IR$164,696 Colao A, et al. Eur J Endocrinol. 2020 Jun:182(6):583. Harris S, et al. Can J Diabetes. 2014:38(1):45-52.
Figure 1 . MOdeI Structu re Treatment FII"St Assessment (at 3 monthS) Second assessment (at 6 monthS) ACROSTUDY.®! Drug base dose (mg): Octreotide max dose R$146,854 i R$153,248 Mortality SMR: Subsequent Treatment R$155,995 iR$163,017 3%892;5232%5\“5-19-0762 PMID: 32217809, PMCID: Drug unit/prices_ h’[tps://porta|datransparencia.gOV_br/
AChleve AChleve Remaln PC aChleve FC with . Mortality SMR: Sub Tt rs147 210l R 153 554 Sbsq tmt comorbidity prevalence: Severe rs155.991 I Rs162.196 . licitacoes/consulta. Accessed I\/Iay, 2022,
Decision Tree within 2L treatment initiation phase Markov Model after initial phase : : Remain in PC S EINIFE EL e A T e : : hypertension : : L , _ o . AR = |
b Y FC PC in NC* Increased dose R$50,000 R$100,000 R$150,000 R$200,000 R$250,000 R$300,000 R$50,000 R$100,000 R$150,000 R$200,000 R$250,000 R$300,000 MIﬂISterIQ aa SaUd.e' https.//bvsms.sagde.goy .bl’./ Aggnma NIaC|onaI de Vigilancia S?nlta”a (ANVISA). http:/
— o o . . . Othel’ COStS bvs/publicacoes/diretrizes_metodologicas_diretriz_ antigo.anvisa.gov.br/en/consulta-lista-de-preco-de-
Pasireotide 1318% | 1298% | r3.85% 100.00% 0.00% FC = full control: SMR = standardized mortality ratio: Sbsq = sub t: Tt = treatment avaliacao_economica.pdf. Accessed May, 2022. medicamento. Accessed May 18, 2022.
- e Based on the treatment guidelines and recommendations for acromegaly, the model applies — o ~ ST Oy Ao, 5h50 = SHDSECHEn,, Tt = Heaimen Gadelha MR, et al. Lancet Diabetes Endocrinol inistéri ,
Octreotide max dose 0.00% 0.00% 100.00% NA NA g galy, PP ; 511 492(181) 87:668 §4 ancet Diabetes Endocrinol. Ministério da Saude. https:/bvsms.saude.gov.br/bvs/
Full Control is sustained . regular monitoring. Unit costs for the procedures were derived from istema de Gerenciamento e(11):6/9-004. publicacoes/protocolo_clinico_diretrizes_terapeuticas_
. 2L 0 0 0
il Control Hemain on treafment Lanreotide max dose 0.00% 0.00% 100.00% NA NA da Tabela de Procedimentos, Medicamentos e OPM do SUS (SIGTAP)2 and frequencies of ] ] IMS Health. Data on File: Indirect treatment comparison. acromegalia.pdf. Accessed May 18, 2022.
Remain on treatment PegViSOmant 6.74% 17.43% 75.83% 100.00% 0.00% (ESOUTCES Were based on puk;hshed recommenda’uons 6.33-35 Flgure 3- COSt-effeCtlveneSS SCGtthplOtS 2014. Fleseriu M, et al. Eur J Endocrinol. 2021;185(4):525-538.
Discontinuation due to AE or eff . . o Trainer PJ, et al. Clin Endocrinol (Oxf). '
loséc;o'\r}lor\w/t;z%[oogug;iqiem t?e:trrfjriy Sub PGngSOmant + Octreotide 15.66% 12.94% 71.40% 100.00% 0.00% AE | f h | h . . h | h COST-EFFECTIVENESS SCATTERPLOT: PASIREOTIDE VS. COST-EFFECTIVENESS SCATTERPLOT: PASIREOTIDE VS. 2009.71(4)_549_557 ( ) Sg?g?;lgg(}g%g#,se;98| Eur J Endocrinol.
: . o OCTREOTIDE MAX DOSE LANREOTIDE MAX DOSE SN ' ) Oz =029,
e PegVISOmaﬂt + Lanreotide 1566% 1294% /1 40% 10000% OOO% . Bmarl]saégemdegt C?,Sts f\_/fverel der(ljved rom ; © pUdeS ed natl_tO_PWIdel\/lStUdty Or_]r Hea -lt'thC(aj.ret CbOStS R$300,000 R$300,000 Andries M, et al. Clin Endocrinol (OX]L) Ministério da Salide. http//s|gtapdatasusgovbr/tabe|a_
Remain on treatment < *All no control patients move to a subsequent line after the first assessment n prazl - dnd brazl's oticial medicines and procedures cost from Ministry of Hea alabase . . 2003;68(3):473—480. | | unificada/app/sec/inicio.jsp. Accessed February 8, 2022.
Treatment /=7 Partial Control = Partial control is sustained. Remain on treatment o FC = full control; NA = not applicable; NC = no control; PC = partial control (SIGTAP) F$250,000 T ¢ 8250000 Jenkins PJ, et al. J Clin Endocrinol Metab. Katznelson L, et al. Endocr Pract. 2011;17 Suppl 4:1-44.
Control \__/ |Increasedose \___/Add another component to the primarytreatment (optional) C bdt -t h |-th -t -t d . d f bl h d -t d Zh -t | 2020 36 2006;91(4)21239-1245. Melmed S. et al P/tu/z‘ary 201316(3)294-302
Discontinuation due to AE or efficacy | Subsequent 1 ° £ R$200,000 £ R$200,000 . . _ _ ’ ' . ’ ' '
= Noweto gubuseeq(zjent Teatmont Sub Treatr?ment M Ortal / ty OMOFDICILY COSIS PEr Nealth Stale Were aerived Tom published stidy ~hac et 4 ' S 3 Bolfi F, et al. Eur J Endocrinol. 2018;179(1):59-71. Silverstein JM. Endocr Connect. 2015;4(4):R59-67.
" o , , , - - - _ g , g , Sherlock M, et al. J Clin Endocrinol Metab. : A1)
e The association between acromegaly and its risk of mortality relative to general population e Subsequent .treatment cost for the first 10 yearg was estimated as average Qf RT + maximal % R$150,000 : R$150,000 2000:04(1114216-4293, Zhao Q, et al. Innovation (Camb). 2020;1(1):100013.
Bl i e el GoE i S is captured through standardized mortality ratios (SMR) for each health state. The model dose octreotide and.RT + maximal-dose Ilanreotlde. R$§£O$3 per month (Conglder|ng RT cost Qf S rs100000 8 msto0000
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R$50,000

implemented every 90 days, and R$23.08, cost for hospitalization for the radiotherapy treatment®?).

O = First assessment Q = Second assessment

mortality,'® while the SMR of active disease patients is greater than one. The SMR for NC
patients (240) Was eXtraCted from d DUb“Shed StUdy-16 The PC SMR Was eStimated ds ® Patieﬂts WhO dO ﬂOt aChieVG FC W|th RT + SRI— after 10 yearS, iﬂCUI’ mOﬂth|y R$3,686 medical F{$g.oooo 0.2000 0.4000 0.6000 0.8000 1.0000 1.2000 1.4000 1.6000 1.8000 2.0000 F{Sbc?.oooo 0.2000 0.4000 0.6000 0.8000 1.0000 1.2000 1.4000 1.6000 1.8000 2.0000
the arithmetic average of the SMR of patients with FC and with NC (1.70); subsequent treatment cost (average of octreotide and lanreotide costs) for lifetime.
treatment SMR was assumed to be equal to the SMR of acromegaly patients who underwent
radiotherapy (2.10).""

2L = second line; AE = adverse event; Sub = subsequent treatment;

2" line in Markov model includes those with full and partial control. Subsequent treatment state includes patients with full, partial
and no control.

[A] transition; patients on 2nd line of therapy can switch to subsequent treatment in case of response 10ss

Note: Path [A] transition probability will be assumed to be 0% in base case

Incremental Benefits (QALY)
+ PSA Results = Mean

Incremental Benefits (QALY)
+ PSA Results = Mean

. : : .
All costs in the model are in 2022 Brazilian reals. PSA = probabilistic sensitivity analysis; QALY = quality-adjusted life year
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