FARMACISTI CLINICI PER UNA SANITA CHE CAMBIA
Innovazione, app op iatez ostenibilita
attrave ol llea t erpro fessionale

TORINO, 9-11 OTTOBRE 2025

"l‘g Ifact ,

Progetto Avvicinare:

il contributo di SIFaCT nello sviluppo
di metodiche originali per I'analisi dei
dati dei trial clinici

Andrea Messori

Centro Operativo HTA sui Dispositivi Medici della Regione Toscana

Vera Damuzzo
Farmacia P.O. diVittorio Veneto, AULSS2 MarcaTrevigiana

4\5

ifact
l’lcma



FARMACISTI CLINICI PER UNA SANITA CHE CAMBIA

Innovazione, appropriatezza e sostenibilita
attraverso l'alleanza interprofessionale

TORINO, 9-11 OTTOBRE 2025

1. CHI SIAMO
2. CHE COSA FACCIAMO
3. DISEGNO DEGLI STUDI DI CONFRONTO INDIRETTO

4. A CHE COSA POSSONO SERVIRE I NOSTRI STUDI?



FARMACISTI CLINICI PER UNA SANITA CHE CAMBIA
Innovazione, appropriatezza e sostenibilita
attraverso l'alleanza interprofessionale

TORING, 9-11 OTTOBRE 2025

mSifact

CHI SIAMO?

FARMACI Prof. Andrea Messori 1 5p65171vI MEDICI

4 N

-~

FORMAZIONE
PEERTO PEER

Melania Rivano
Vera Damuzzo Roberto Brunoro
Luna De Bono Lorenzo Di Spazio
Lorenzo Gasperoni VADEMECUM E Arianna Colicchio
Andrea Ossato WEBINAR

\\Stefano Vecchia / FORMATIVI /

Luca Cancanelli




FARMACISTI CLINICI PER UNA SANITA CHE CAMBIA
Innovazione, appropriatezza e sostenibilita
attraverso l'alleanza interprofessionale

TORINO, 9-11 OTTOBRE 2025

"I‘gifact

CHE COSA FACCIAMOQO?

Il gruppo si occupa di

1. indagare |'efficacia

di trattamenti con stesso place in therapy
mediante ricostruzione dei dati dei singoli pazienti

dalle curve di Kaplan Meier
con il metodo di intelligenza artificiale “IPDfromKM”
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IN CHE MODO PROCEDIAMQO?

% SURVIVAL

B

TIME

Selezione studi con Ricostruzione dei Analisi di
farmaci che abbiano lo Digitalizzazione dati dei singoli eterogeneita per Analisi comparativa
stesso place in therapy ) delle curve di ) pazienti con ) assicurare la ) indiretta dell’efficacia

e end-point tempo Kaplan Meier algoritmo confrontabilita delle dei diversi trattamenti

dipendenti IPDfromKM coorti arruolate (HR, ITC, RMST)
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Damuzzo V, Gasperoni L, Del Bono L, Ossato A, Inno A, Messori A. Treatment of metastatic ALK-positive non-small cell lung cancer: indirect comparison of different ALK inhibitors using
reconstructed patient data. Front Oncol. 2025;15:1566816. Published 2025 May 9. doi:10.3389/fonc.2025.1566816
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COMEVALORIZZARE LA DIFFERENZA DI EFFICACIA?
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SI POSSONO FARE LE ANALISI PER SOTTOGRUPPI?
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Osimertinib + chemioterapia vs amivantamb + lazertinib Osimertinib + chemioterapia vs amivantamb + lazertinib
PFS HR 0.70, 95% Cl 0.53-0.92. OS HR 1.11, 95% Cl 0.86-1.41.
RMST a 24 mesi RMST a 42 mesi
Osimertinib + CT 19.6 mesi (95% Cl 18.72-20.48), Osimertinib + CT 33.9 mesi (95% Cl 32.07-35.00),
Amivantamab + lazertinib 17.82 mesi (95% Cl 17.04— Amivantamab + lazertinib 32.9 mesi (95% Cl 31.73-
18.6). 34.13)

Del Bono L.1, Ossato A. 2,3,% Gasperoni L. 4, Vecchia S. 3,5, Cancanelli L. 3,6, Inno A. 7, Damuzzo V3,6 . Efficacy and safety of osimertinib monotherapy versus osimertinib
plus chemotherapy or amivantamab plus lazertinib: an indirect comparison analysis. Unpublished results
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ESEMPIO 1: CONFRONTO DI EFFICACIA ETOLLERABILITA’

A ADRANY GRADE B ADR>=G3
®m Osimertinib + chemotherapy ® Amivantamab + lazertinib m Osimertinib + chemotherapy ® Amivantamab + lazertinib
Paronychia 229% I 68 % Rashes and acnes 0% Il 15%

Infusion-related* 0% I 63 % Pulmonary embolism* 09l 8%
Rashes and acnes 259% I G2 % lfusionstelated* 0@ 6%

Hypoalbuminemia* 09 N 48% . .
. ) Hypoalbuminemia* 0% 5%

Alanine aminotransferase... 199% NI 36% _ )
Peripheral cedema® 0% mmm— 36% Alanine aminotransferase... 1% I 5%
Diarrhoea 36% EEmmE— 29% Anaemia 17% W 4%
Stomatitis 24% WEmEEE 29% Aspartate aminotransferase... 0% 1 3%
Aspartate aminotransferase... 16% . 29% Diarrhoea 2% Il 2%
Decreased appetite 23% I 24 % Fatigue 206 1l 1%
1 *
Pruritus 0% 24 Decreased appetite 3% Il 1%
Anaemia 419% I 23% :
. Leukopenia 3% Il 0%
Fatigue 24% mmmms 17% .

Dk 16% mmm— 16% Thrombocytopenia 5% B 0%
Neutrophil count decrease§ 22% mmm 0% Platelet count decrease§ 7% B 0%
Neutropenia$§ 24% mmm 0% Neutrophil count decrease§ 9% M 0%
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A
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A subgroup  Experimental Control common (95% CI) (%) ccommon (95% CI)
Study or No of events / total Risk Ratio, MH, Weight Risk Ratio, MH, :f\AFLIPRC:gA 152;;% 7/32 * %3.25 5‘%5‘7’3“’ 3;.35;1}
1/ (e X 2 to ¥
subgroup Experimental Control common (95% Cl) (%) common (95% ClI) FLAURA 307l 31270 d 27310102110 495
MARIPOSA 288/421 121/428 > 426 242(205t0 2.85) Total (95% Cl) 974 982 ' 1000 6.77(360t0 12.73)
FLAURA2 62/276 71/275 * 252 0.87(065t0 1.17) !:remctionimewal R W (0.00 to 10960590696251.15)
, fest for heterogenelty: T°=3.62; X'=15.53, df=2, Pud. e-04;1°-87%
FLAURA 84/277  91/279 S 322 093(0.73t0 1.19) Tost o overa et 2- 594, - 2856.08 0001 1 1000
Total (95% CI) 974 982 i 1000 1.55(1.37t0  1.75) B
Prediction interval 2 2 - 1 (0.00 to 13633.36) Study or No of events / total Risk Ratio, MH, Weight  Risk Ratio, MH,
Test for heterogenelty: T°=0.40; x°=59.41, df=2, P£1.2560e-13; I’=97% subgroup  Experimental Control common (95% CI) (%)  common (95% Cl)
Test for overall effect: Z=7.11, P = 1.13e-12 0,001 01 1 10 1000
B MARIPOSA  65/421  3/428 * 460 2203(698to 695
FLAURA2 1/216  0/275 ot 77 299(012t0 73.06)
/ /27 : 2 638(191 &
Studyor  No of events/ total Risk Ratio, MH, Weight Risk Ratio, MH, FLAGRA. e e * f62' et 29
subgroup Experimental Control common (95% Cl) (%) common (95% CI) Total (95%Cl) 974 982 * 1000 13.32(6.04t0 2937)
: Prediction interval (0.00 to 204374.84)
MARIPOSA 70/421  42/428 * 436 1.69(1.18t0 242) Test for heterogenelty: T=0.31; =301, df-2, P=2.2249e-01: I'=33%
FLAURA2 65/276  16/275 . 168 4.05(240t0 6.81) Tostlororerel cock 2= 04B, P40, DO 04T 00 1000
FLAURA 33/277 38/279 0 396 0.87(0.57to 1.35) C
' Study or No of events / total Risk Ratio, MH, Weight  Risk Ratio, MH,
Total (95% Cl) 974 982 ¢ 100.0 1.76(1.39t0 2.23) subgroup  Experimental Control common (95% CI) (%)  common (95% CI)
Prediction interval (0.00 to 32668.94)
Test for heterogenelty: T°=0.43; X°=19.77, df=2, P45.0834e-05; I°=90% MARIPOSA ~ 35/421  10/428 * 587 356(1.79t0  7.09)
Test for overall effect: Z = 4.72, P = 2.42e-06  0.001 01 1 10 1000 FLAURA2 6/276  3/275 * 178 1.99(050t0  7.89)
C FLAURA 11211 41219 .- 236 025(003t0 224)
Studyor  No of events/total Risk Ratio, MH, Weight  Risk Ratio, MH, Tk T = * 1000 230(14dt5, 435
—_————————— liction interval (0.00 to 1428343.10)
subgroup  Experimental Control commeon (95% Cl) (%)  common (95% CI) Test for heterogenelty: 1°=0.75; )(=5.35, df=2, P=6.8927-021 [=63%
Test for overall effect: Z=3.24, P=1.19¢-03 0001 01 1 10 1000
MARIPOSA  96/421  91/428 & 653 1.07(0.83t0  1.38)
FLAURA2 114/276  14/275 - 102 8.11(4.78t0 13.77) D
FLAURA 25/277 34/279 . 245 074(045t0  1.21) Studyor  Noof events/total Risk Ratio, MH, Weight  Risk Ratio, MH,
subgroup  Experimental Control ccommon (95% CI) (%) common (95% CI)
Total (95%Cl) 974 982 : 1000 171 (14110  2.07) MARIPOSA  21/421  8/428 @ 841 267(12000  59)
Prediction interval ) (0.00 to 24930942.08) FLAURA2 4216 0/275 . 53 897(04910 165.77)
Test for heterogenelty: T°=1.24; =57.43, df=2, P=3.3795¢-13; '=97% FLAURA /217 11219 . 106 25.18(344t0 18455
Test for overall effect: Z = 5.43, P = 5.67e-08 0.001 0.1 110 1000
Total (96%Cl) 974 982 ¢ 1000 538(270t0  10.71)
D Predicton interval . (0.0010 819080677.00)
Studyor  Noof events /total Risk Ratio, MH, Weight Risk Ratio, MH, Lot S i i i T
subgroup Experimental Control common (95% CI) (%) common (95% Cl) o Eapbs
E
MARIPOSA 123/421  190/428 4 444 0.66(0.55t0 0.79) Studyor  Noof events / total Risk Ratio, MH, Weight Risk Ratio, MH,
FLAURA2 98/276 94 /275 > 222 1.04(0.83t0 1.31) subgroup  Experimental Control common (95% Cl) (%)  common (95% CI)
FLAURA 138/277 142/279 b 4 334 0.98(0.83t0 1.15)
MARIPOSA  14/421  5/428 * 665 285(1.03t0 7.83)
Total (95% Cl) 974 982 ¢ 100.0 0.85(0.76 to 0.95) HAIRRZ: Ll 0lgTs T 87 23000128 7900
Prodiction Biterval (0.03 0 27.70) FLAURA 12/217 21219 . 267 6.04(1.37t0 26.75)
Test for heterogeneity: 1°=0.05; X°=13.31, d1=2, P-112859¢-03; I*=85% Total (95%Cl) 974 982 > 1000 371 (1.66t0 827)
Test for overall effect: Z = -2.95, P = 3.21e-03 0.1 05 1 2 10 Prediction interval (0.0210679.01)
Test for heterogenelty: T=0; y’=0.69, df=2, P=7.0680e-01; I=0%
Test for overall effect: Z=3.21, P=1.35¢-03 001 0.1 1 10 100
Figure 6: Binary meta-analysis comparing incidence of any grade ADR in patients Figure 7: Binary metanalysis comparing incidence of grade >3 ADR in patients
treated with Ami+Laz, Osi+CT and 1genEGFR-TKI compared to Osi monotherapy. treated Ami+Laz, Osi+CT (and 1genEGFR-TKI compared to Osi monotherapy. Risk

ratio estimates with 95%Cl and crude rates in the active and control arms are
reported for anaemia (A), rashes and acnes (B), pulmonary embolism (C),
increased alanine aminotransferase (D) and aspartate aminotransferase elevation

Risk ratio estimates with 95%Cl and crude rates in the active and control arms are
reported for paronychia (A), fatigue (B), anaemia (C) and diarrhoea (D).
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Figure 6. Panel (A) IPDfromKM method applied to control arms (n=156 from six trials; in red) and to two combinations of
ICl + CT treatments of non-squamous population with PDL1 < 1%: (a) nivolumab + ipilimumab + chemotherapy (n =99; in green)
and (b) pembrolizumab + chemotherapy (n=127; in blue). Panel (B) Kaplan-Meier curves generated after reconstructing patient-
level data from control arms (n =258 from two trials; in red) and to two combinations of ICl+ CT treatments of non-squamous
population with PDL1>1%: (a) nivolumab + ipilimumab + chemotherapy (n=130; in green) and (b) pembrolizumab +
chemotherapy (n=260; in blue). Endpoint: overall survival (OS), time in months.

Ossato A, Del Bono L, Gasperoni L, Inno A, Damuzzo V. Comparative efficacy of chemo-immunotherapy combination regimens in the frontline setting for NSCLC based on reconstructed
patient data. J Chemother. Published online October 21, 2024. doi:10.1080/1120009X.2024.2417600
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ESEMPIO 2: QUANDO IL SOTTOGRUPPO FA LA DIFFERENZA
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BRCA+ population.
In the BRCA+ population, maintenance therapy with PARPi significantly improved both HR and median PFS.

Indirect comparisons of the PFS benefits of different PARPi indicated that the combination of olaparib and bevacizumab was the most
effective treatment for this patient subgroup (HR = 0.27, 95% ClI 0.19-0.39), with median PFS not yet reached at a median follow-up of 40
months and a median restricted mean survival time (RMST) of 28.6 months (95% Cl 27.19-30.00).

Olaparib monotherapy was the second most effective treatment in terms of PFS benefit, followed by rucaparib, senaparib and niraparib.

Compared to the other PARPi, niraparib showed significantly worse survival outcomes, compared to the best in class, with a median PFS of
30.9 months (95% ClI 21.9-51.8) and a median RMST of 23.3 months (95% Cl 21.53-25.06), which was 5.3 months lower than the olaparib +
bevacizumab RMST (HR for PFS 0.51, 95% Cl 0.33-0.79).

Comparative analysis of maintenance treatments in patients with newly diagnosed advanced ovarian cancer after first-line platinum-based regimens. Lorenzo Gasperoni ¥, Luca Cancanelli 23, Andrea Ossato 34,
Luna Del Bono 3, Stefano Vecchia ¢, Caterina Fontanella 7, Vera Damuzzo 23and Andrea Messori 8, . Submitted to Cancers
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BRCA-/HRD+ population.

* In the BRCA-/HRD+ population, KM curves for PFS were available only from ATHENA, PAOLA 1 and PRIMA studies.
* Inthis subgroup the combination of olaparib + bevacizumab was superior to both rucaparib (HR=0.58 95%Cl 0.33 - 1.03) and
niraparib (HR=0.56 95%CI 0.33 - 0.97) in terms of PFS benefit.

* Olaparib + bevacizumab presented a RMST of 23 months (95% Cl 20.98 - 25.02) that was 3.7 months longer than rucaparib and 4.2
longer than niraparib.



FARMACISTI CLINICI PER UNA SANITA CHE CAMBIA
Innovazione, appropriatezza e sostenibilita
attraverso l'alleanza interprofessionale

TORINO, 9-11 OTTOBRE 2025

g e

r*-r-:—!'

1.001

bevacizumab

M niraparib

Progression-free survival probability (%)
2 X
(4]
o

olaparib+bevacizumab

0.001
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Months
Number at risk
s=| B oW OB OB R ROEBALLLOY LR
SR SRR EEEER SRR EEEEEEE
= 169 142 119 79 59 48 5 30 26 24 20 15 14 13 11 9 9 i 4 4 3 2
0 3 6 9 12 15 18 21 24 21 30 33 39 45 48 51 54 57 60 63
. Months
BRCA-/HRD- population.

* The BRCA-/HRD- subgroup experienced a lower survival benefit from PARP inhibitors compared to other subgroups.

* In this population, the median PFS ranged from 16.74 months with bevacizumab + olaparib (95%Cl: 15.13-18.78) to 8.92 months with niraparib (95%
Cl: 7.78-11.15).

* Indirect comparisons between PARP inhibitors indicated that there were no significant differences among these regimens, but niraparib tended to
perform worse than the others (HR = 1.57, 95% Cl 1.07-2.31 compared to rucaparib).

* In terms of RMST, bevacizumab + olaparib and rucaparib produced similar results, with an RMST of 15 months — 4 months longer than that of
niraparib.

* Qurresults indicated that the addition of olaparib to bevacizumab did not improve survival compared to bevacizumab monotherapy (HR = 1.0, 95% Cl
0.67-1.51).
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CONCLUSIONI

 Lutilizzo di IPD per il confronto indiretto di efficacia € un metodo veloce e
accurato per stimare le differenze di efficacia con farmaci con lo stesso
place in therapy

* Limiti: disponibilita delle KM, eterogeneita delle coorti arruolata
* Vantaggi: immediatezza visiva della lettura del risultato, piu sensibile alla
presenza di pazienti lungo sopravviventi, possibilita di aumentare la

numerosita campionaria, veloce aggiornamento dei risultati

|l progetto ha permesso la formazione di piu di 30 farmacisti nelle
metodologie di confronto indiretto

 Da progetto a laboratorio

. Intensificare lavoro assieme ai clinici
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GRAZIE PER CATTENZIONE
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