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BAC K G RO U N D Figure 1. Indirect comparison result of scenario 1 including patients who did not reach the primary endpoint of each trial . Table 1 summarizes the results of all scenarios analyses
»  Pulmonary arterial hypertension (PAH) is a pathophysiological disorder that can involve multiple Trial Treatment ~ Target Patients that did not | Odds ratio Table 1 Results of the scenarios
- " L : : : arm patients achieved primary endpoint | (confidence interval) .
clinical conditions that result in right ventricle overload and, consequently, heart failure (HF). This | | _ Patients Patients Riociguat vs.
HF is responsible for the symptoms and limitations of the disease and is segmented into four Comparator 81 61 | Riociguat vs comparaor Scenario Endpoint REPLACE GRIPHON SeIeX|opag
functional classes (FC). Patients in WHO Functional Class | and Il generally have low risk of REPLACE I . - - i 0.48 (0.25 — 0.95) (OR [95% IC])
mortality, in WHO FC-lIl, intermediate risk, and in WHO FC-IV, high risk* ° | Patients who did not WHO-FC Il on WHO-FC lllon | REPLACE4 and 0.77
I o . 1
* The pharmacological treatment for PAH is based on drugs from the classes of gy COmparater 133 69 i Selexipag vs comparator ! aCh'eZEC}ggiE{.'mary dual therapy. triple therapy. Coghlan et al.” (0.33 - 1.79)
phosphodiesterase 5 inhibitors (PDES5I, e.g., sildenafil), guanylate cyclase stimulators (e.g., Coshlanetal)  selexipag - ' = : 0.62 (0.38 — 1.02)
riociguat), prostacyclin analogs (e.g., iloprost) or agonists (e.g., selexipag), and endothelin-1 i | | Patients with the WHO-EC Il on WHO-EC Il on | REPLACE* and 0.26
t t ists (ERA Dri tan/b tan)3 | _Indirect estimate — 2 endpoint of worsening or .
receptor antagonists ( , €.9., ambrisentan/bosentan) i riociguat vs. selexipag death dual therapy. triple therapy. Coghlan et al.” (0.03 — 2.31)
« The PAH treatment normally starts with a combination of PDES5I + ERA. However, after the | | ol | ~ 0.77(033-1.79) . - .
follow-up, if the patient did not achieve the low risk, according to the guideline of the European 0.00 0.50 Oddl-os | 1.50 2.00 ; Pa::_e”ts ;’;’\ho did not WHO-EC 1Il on Tr'p'e;rerap¥ REPLACE and 0.93
. . . . . . . . s Ratio
Society of Cardiology and European Respiratory Society, it is possible to add selexipag to the ac 'GZE dpgigtrlmary dual therapy. re\/%"’l‘_'lrciféo GRIPHONS (0.41 — 2.07)
ongoing therapy or replace the PDES5iI to riociguat?! Scenario 2 : :
*  The pivotal trials evaluating riociguat and selexipag for the treatment of PAH are REPLACE*and . gcenario 2 analysis targeted WHO FC-IIl patients treated with riociguat + ERA vs. WHO FC-II| Cost-minimization analysis
GRIPHONS, reSpeCt|Ve|y, however, thel‘e are no d|r9Ct Compal’lson StUd|eS bEtween these tr|als. patients treated W|th Selexipag + ERA + PDE5| Comparing the morbimortality endpoint

A published indirect treatment comparison (ITC) showed no statistically significant differences in
efficacy between the two therapeutic approaches; however, it presented some limitations related
to differences in the studies designs®

. Target patients for riociguat and selexipag were the same as scenario 1 « Table 2 shows the prices, number of tablets used per patients per year and yearly costs

*  However, in this analysis, only data from patients who worsened or died in the REPLACE* trial Table 2. Prices, number of tablets per patients per year and yearly costs
were used, excluding those who stabilized the disease (neither worsened nor improved), making

the comparison with selexipag even fairer, given that the primary outcome of the GRIPHON?® trial Price per Price source Tablets/year Yearly costs (BRL)
OBJECTIVE was only for patients who worsened or died (morbidity/mortality). In other words, the same tablet (BRL)
»  The present analysis aimed to address these limitations by conducting additional ITC scenarios outcomes were considered In this analysis - . N .
_ N _ ) .. L . : : : Riociguat 90.47 Proposed price to Brazilian MoH 1,095 (t.i.d. 99,065
comparing riociguat + ERA versus selexipag + ERA + PDEDS5iI. Additionally, a cost-minimization  The indirect analysis using the Bucher method resulted in an OR of 0.26 (95% CI1 0.03 — 2.31) for : § . (tid)
analysis (CMA) was performed from a Brazilian public health perspective riociguat vs. selexipag, favoring riociguat numerically, but without statistical significance Selexipag 133.20 SIGTAP (8) 730 (b.i.d.) 97 236
M ETH O DS Figure 2. Indirect comparison result of scenario 2 including patients who worsened or died in each trial Ambrisentan (ERA) 25 79 SIGTAP (8) 365 (q.d.) 0,388
: Treat t T t Patients wh Odd ti -

To further minimize limitations related to the differences between the REPLACE* and GRIPHON?® Trial S oationts  worsened or died i (confidence interval) Bosentan (ERA) 8.83 SIGTAP (8) 730 (b.1.d.) 6,446
studies, we conducted three_ addlthnal Indirect comparison analysis using the Bucher method, Comparator o1 - i - Sildenafil (PDE5i) 11.80 BPS/SIAG (9) 1,095 (t.i.d.) 12,921
complementary to the analysis published by Ornstova et al.® REPLAGE . : Riociguat vs comparator

« To select a population more closely aligned with the treatment recommended in the Brazilian Riociguat 3 1 i 016 (0.02=439) Riociguat + ERA* 106,932
guidelines for PAH patients (triple therapy regimen with selexipag), the study by Coghlan et al.’ Comoarator 1as . | _ _
was utilized in two of the three analyses. Coghlan et al.” reported results from the GRIPHON? GRIPHON P = i Se|e><ipzag vs Compzramf Selexipag + ERA* + PDESI 118,024
trial of patients only on triple therapy (selexipag + ERA + PDESI) across different WHO-FCs, (Coghlanetal)  selexipag 122 49 i 062 (0.55-1.02) Cost savings of riociauat + ERA* vs. selexinag + ERA* + PDES 11,09
including WHO-FC lll. This was used for comparison with patients from the REPLACE?* trial that | Indirect estimate — J J ' bag !
iIncluded only WHO-FC llI patients . | riociguat vs. selexipag MoH: Ministry of health; t.i.d.: three times per day; b.i.d: two times per day; q.d.: once per day

: 7 : , , : . . | . . . 0.26 (0.03 - 2.31) *Considering 48.3% usage for ambrisentan and 51.7% for bosentan from DATASUS

* Therefore, with Coghlan et al.” data, it was p055|b|e to make a fairer comparison between the 0.00 0.50 1.00 1.50 2.00 2.50 Note: Macitentan (ERA) and Tadalafil (PDES5i) do not have regulatory approval in Brazil, therefore were not included in the cost analysis
two therapies, since it was possible to select patients receiving selexipag in triple therapy and Odds Ratio
WHO-FC IIl combined, data which were not available in the publication of the GRIPHON® trial _ . Yearly costs per patient for riociguat + ERA was BRL 106,932 vs. BRL 118,024 for selexipag +

« Similarly, to enhance the robustness of the evidence, our analyses included only patients from Scenarlo_?p | | o ERA + PDED5I, showing a cost saving of BRL 11,092 per year for riociguat + ERA treatment
the REPLACE study using riociguat in dual therapy with ERA  Scenario 3 analysis targeted WHO FC-Ill patients treated with riociguat + ERA vs. any WHO FC

. Through the R software, using the "meta” and "metafor" packages, with the odds ratio (OR) patients t_reated with selexipag + ERA + PDESI considering “not achieving the primary endpoint”
values and standard errors of each comparison of riociguat/selexipag versus their comparators, of each trial | o | | | CONCI— USIONS
it was possible to calculate the indirect OR between riociguat + ERA and selexipag + ERA + * Once more, only patients receiving dual therapy from the REPLACE®* trial were included in the «  Our complementary analyses compared to those published by Ornstova et al.6 led to the same

.- . . . . . . . 1 0) 1 _ .
PPE5l_m_ patients W_'th WHO-FC I rece.|V|-ng Prlor .dual therapy (PDESI + ERA) analysis (.71’2/9)’ all of them In WHO. ~C il . . . conclusion: it was not possible to identify a statistically significant difference in efficacy between

- Since it is not possible to assert superiority in efficacy of one therapy compared to another, we ~ *  FOr selexipag, in a more conservative perspective, we considered the available subgroup data riociguat + ERA vs. selexipag + ERA + PDES;
conducted a cost-minimization analysis (CMA) to compare yearly costs between the two from the GRIPHON*trial, which consisted of patients on triple therapy, regardless of WHO FC. « Even with different data collection approaches, comparing different WHO FC and outcomes, the
regimens based on label posology and publicly available prices  The indirect analysis using the Bucher method resulted in an OR of 0.93 (95% CI 0.41 — 2.07) for el e SRS e | |

riociguat vs. selexipag, favoring riociguat numerically, but without statistical significance _ o o
« However, concerning the annual treatment cost, the combination of riociguat + ERA proved to be

R ES U I—TS Figure 3. Indirect comparison result of scenario 3 including patients who did not reach the primary endpoint of each trial less costly when compared to the therapy of selexipag + ERA + PDEDbI
Scenario 1 Trial Treatment Target Patients that did not Odds ratio
arm patients achieved primary endpoint

(confidence interval) R E F E R E N C E S

« Scenario 1 analysis targeted WHO FC-Illl patients treated with riociguat + ERA vs. WHO FC-llI
patients treated with selexipag + ERA + PDESI comparing “not achieving the primary endpoint” Comparator 81 61
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