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La piramide delle evidenze
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Un esempio di RCT di fase 3 di successo

Key Eligibility Criteria
* Untreated stage IV NSCLC
* PD-L1 TPS 250%
« ECOG PS 0-1

* No activating EGFR mutation or
ALK translocation

* No untreated brain metastases

* No active autoimmune disease
requiring systemic therapy

Key End Points

Pembrolizumab

200 mg IV Q3W
(2 years)

Pembrolizumab
200 mg Q3W

Platinum-Doublet
Chemotherapy
(4-6 cycles)

for 2 years

[ Primary: PFS (RECIST v1.1 per blinded, independent central review) ]

[ Secondary: OS, bRR, safety
Exploratory: DOR
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Month
No. at Risk
Pembrolizumab 154 104 89 44 22 3 1
Chemotherapy 151 99 70 18 9 1 0
70.3 No. of Events HR (85% CI)
548 Pembrolizumab 73 0.63 (0.47 to 0.86)
Chemotherapy 96 P=.002%

515
345

Median OS (months) (95% CI)
30.0(18.3 to NR)
14.2 (9.8 to 19.0)

No. at risk:
Pembrolizumab 154 136 21 12
Chemotherapy 151 123 107 88

Time (months)

106 926 89 83 52
80 70 61 55 31

Reck M, NEJM 2016; Reck M, JCO 2019
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Ma non tutto quello che e fase

3 luccica...[1]

No. of Events/ Median OS
Arm Total No. of Patients (%)  (95% Cl), Months
Unresectable, Stage Il NSCLC Durvalumab . ] . Durvalumab 264/476 (55.5) 47.5 (38.1 to 52.9)
without progression after definitive 10 mglkg q2w for Primary endpomlsl . K:‘?\m& B Placebo 155/237 (65.4) 29.1(22.1t0 35.1)
; * PFS by BICR using 0.9 - 1y (95% CI, 79.4 10 86.2) Stratified HR (95% Cl): 0.72 (0.59 to 0.89)
platinum-based cCRT (22 cycles) up to 12 months N
RECIST v1.1t J hanat 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)*°
- . 0.8 [y
18 years or older 1-42 days N=476 . 0S = L “\ﬁ‘i:—s t070.4) .
£ 0 | 7%
st-cCRT = - 74.6% T T B2owen) 49.7%
WHO PS score 0 or 1 po 2:1 randomization, = 0.6 (68i5:0 79.7) “Hx'rx T (45.0 to 54.2) ?3289;’: )
i i e 0.5 1 ! -2 10 4/
If available, archived pre-cCRT stratified by age, sex, and . [ ! ! S
tumor tissue for PD-LF1} testing* smokiyngghi'story’ Key secondary endpoints 8 04+ i ffé?:'{u 61.4) : W_ o
+ ORR, DoR and TTDM 8 03 4 ' ! ;‘337-"'1”10 299) I i
: 1 . : 36.3% 1
- by BICR 0z ! 1 ! (30.1 to 42.6) 33.4%
All-comers population «  PFS2 by investigator o ! ! : ! (2731039.6)
(i.e, irrespective of PD-L1 status) «  Safety : ! ! : : :
0.0 +— T T t T T T t T T T t T T T t T T T t T T T
+ PROs
N=713 randomized 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time Since Random Assignment (months)
No. at risk:
*Using the Ventana SP263 immunohistochemistry assay Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2
"Defined as the time from randomization until the date of objective disease progression or death by any cause in the absence of progression. BICR, blinded independent central Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 o
review; cCRT, concurrent CRT; PFS2, time to second progression; RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis.
ClinicalTrials.gov number: NCT02125461
No. of Events/ Median PFS
Arm Total No. of Patients (%) _ (95% Cl), Months
1.0 4 Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9)
0.8 Placebo 175/237 (73.8) 5.6 (4.8107.7)
08 Stratified HR (95% CI): 0.55 (0.45 to 0.68)
E : ‘u\\ 55.7% Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)"
E 074 -,
= #,,,, (95% Cl,51.01060.2)
S g6 45.0%
= (40.1 to 49.8) 39.7%
© 0.5 (34.7 to 44.7) 35.0% 33.1%
é_ 0.4 T (29.9 to 40.1) (28.01038.2)
” T,
w03 ' R TR
o ! i
0.2 34.5% ! ] ) | {
: (28.3 10 40.8) 251% 2055 Ty
0.1 ! (19.3t0 31.2) : 19.9% 19.0%
: i 116310 26.9) (14.41026.1) {13.610 25.2)
o.0 +—t H 0 >—o—-+—tt+T7t+——T—TT—+—T—T—T—

013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
2023 - 2027 Time Since Random Assignment (months)

DEPARTMENT Dunalum
Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 1N 5
0 F EXC E LLE N C E Placebo 237 164 1056 87 68 66 48 41 37 36 30 27 26 26 24 24 22 21 19 19 14 6 4 1 0
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Ma non tutto quello che e fase 3 luccica...[1]
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Subgroup Durvalumab Placebo Unstratified Hazard Ratio for Disease Progression or Death (95% Cl) Subgroup Durvalumab Placebo Unstratified Hazard Ratio for Death (95% CI)
no. of patients no. of ovents / no. of patients (%)
All patients 476 237 e 0,55 (0.45-0.68) All patients. 183476 (38.4) 1167237 (48.9) o | 0.68 (0.54-0.86)
Sex ' Sex |
Male 334 166 —— : 0.56 (0.44-0.71) - s S =y g
N o Female 421142 296) 3871 (50.7) | 0.46 (0.30-0.73)
Female 142 71 —_— 0.54 {0.37-0.79) ]
P ' Age at randomization
Age at randomization | <65 yoars 89261 (34.1) S8/130 (44.6) —e—il 0.62 (0.44-0.86)
<65 yr 261 130 —— ' 0.43 (0.32-0.57) 265 yoars 84215 43.7) S&/107 (54.2) o 0.76 (0.55-1.06)
265 yr 215 107 ———t 0.74 {0.54-1.01) Smoking status |
Smoking status ! Smoker 169433 (39.0) 1037216 (47.7) o 0.72 (0.56-0.82)
Smoker 433 216 —— ' 0.59 (0.47-0.73) Non-smoker 14443 (32.6) 1321 (61.9) — : 0.35 (0.16-0.76) EUROPEAN MEDICINES AGENCY
Nonsmoker 43 21 e : 0.29 (0.15-0.57) NSCLC disease stage | SCIENCE MEDICINES HEALTH
NSCLC disease stage H ma 101/262 (40.1) 701125 (66.0) ——i 0,63 (0.46-0.85)
A 252 125 . ' 053 (0.40-0.71) me 7921237.3) 44107 (41.1) r—o—:q 0.77 (0.53-1.11)
e 212 107 —— 0.59 {0.44-0.80) Tumor histologic ype
Tumor histologic type H Squamous. 103/224 (46.0) S8/102 (54.9) —e—i{ 0.72 (0.52-0.99)
Squamous 224 102 > ' 0,68 (0.50-0.92) -:c:vuwm-.; 80252017 60135 (444) p—a—i | 061 (0.44-0.88)
Nonsquamous 252 135 i : 0.45 (0.33-0.59) Peapense s piler reakment |
Best response B Complete response /™22 V7 (429) -
' Partial response 837237 35.0) 501112 (44.6) 0,69 (0.49-0.99)
Complete response 9 7 ! — Stabie cisease 93223 41.7) 617115 (53.0) bl 0.66 (0.48-091)
Partial response 232 111 — u 0.55 (0.41-0.75) Race |
Stable disease 222 114 ——e——i ' 0.55 {0.41-0.74) Whae 1417337 (41.8) 82157 (82.2) | 0.71 (0.54-0.93)
PD-LT status 0 Black/Afncan-Amencan 12(333) 272 (100.0) 1 -
~25% 115 44 [ — : 0.41 (0.26-0.65) Asan 36/120 (30.0) 2072 (40.3) — 062 (0.38-1.01)
<25% 187 105 —_— 0.59 (0.43-0.82) ] vy WA o | =
EGFR mutati — = : Ll L 25% M5 322) 2344 (523) —_— ! 046 (0.27-0.78)
mutation i <25% 74187 (39.6) 41105 (39.0) booeb 092 (0.63-1.34)
Positive 29 14 M— — 0.76 (0.35-1.64) Unknown 72174 (41.4) 5288 (59.1) i | 0.62 (0.43-0.89)
Negative 315 165 — 0 0.47 (0.36-0.60) T
Unknown 132 58 — 0.79 (0.52-1.20) Positive 10/29 (34.5) 14 (429) | B
T T T T
Nogatve 1177317 (36.9) 80165 (48.6) —o—i 0.64 (0.48-0.86)
025 0.50 100 2 Uniknown 56130 42.1) 30758 (51.7) e by 0.77 (049-1.20)
Type of prior chemotherapy |
Durvalumab Better Placebo Better Gemcitabine-based ) 25 (40.0) | -
Non-gemcitabine based 179467 (38.3) 1147232 (49.1) o) 0.67 (0.53-0.85)
Cisplatin 947266 (35.3) 64/129 (49.6) — 0.59 (0.43-0.81)
Cardoplatin B4/199 (422) 477102 (46.1) ey 0.86 (0.60-1.23)
Cisplatin and carboplatin ¥ (75) 45(800) | -
Last radiation to randomization |
<14 doys 39120 32.5) 3562 (56.5) ——t 042 (0.27-067)
214 days 144/356 (40.4) 81/175 (46.3) P—Q-Td 0.81 (0.62-1.06)
WHO performance status
] 87/234 (37.2) 490114 (43.0) el 0.82 (0.57-1.16)
* 96242 (39.7) 671123 (54.5) —e— | 0.58 (0.42-0.79)
Region |
Asa 35108 32.1) 27188 (39.7) —t 067 (041-1.11)
Europe 94217 (43.3) 48/102 (47.1) —e1 0.86 (0.61-1.21)
North America and South Amenca 54150 (36.0) 4167 61.2) =t | 0.46 (0.30-0.69)
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Ma non tutto quello che e fase 3 luccica...[1]

0 EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

Medicines Human regulatory wv Veterinary regulatory wv Committees v News & events wv Partners & networks wv About us wv

~ The full indication is:

"Imfinzi as monotherapy is indicated for the treatment of locally advanced, unresectable non-small cell lung

cancer (NSCLC) in adults whoseftumours express PD-L1 on > 1% Jof tumour cells and whose disease has not
progressed following platinum-based chemoradiation therapy."

It is proposed that Imfinzi be prescribed by physicians experienced in the treatment of cancer.

Detailed recommendations for the use of this product will be described in the summary of product
characteristics (SmPC), which will be published in the European public assessment report (EPAR) and made

available in all official European Union languages after the marketing authorisation has been granted by the
European Commission.

Ministero dell’Universita e della Ricerca

Paz-Ares L, Ann Oncol 2020



Ma non tutto quello che e fase 3 luccica...occhio al
braccio di controllo! [2]

UNIVERSITA

387 eligible studies b DI T RI N
12,0%
319.357 total patients o
171.951 patients assigned to experimental arm
147.406 patients assigned to control arm 8,0%
6,0%
l 40%
- v
344 studies 24 Type 1 studies 19 Type 2 studies 20%
with optimal control arm (control arm suboptimal (control arm outdated -
from the beginning ) before the end of accrual) Suboptimal from beginring Suboptimal during accrual
(88.9%) (6.2%) (4.9%)
. B | ra0%
12,0%
) 10,0% 93%
137.901 patients 4485 patients 5020 patients 8.0% T.5%
assigned to control arm assigned to control arm assigned to control arm -
Fig. 2. Number of studies and number of patients assigned to control arm for each subgroup (studies with optimal control arm, studies 40%
with control arm suboptimal from the beginning, studies with control arm outdated before the end of the accrual). 1.9%
0,0% I
2 O 1 7 2 O 2 1 Academic Industry-sponsored
C 140%
120%
10,0%
0% b 6%
6,0%
4.0%
40%
- - =
2023 - 2027 —
D E PA RTM EN T Negative result Positive result
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...ed ai trattamenti successivi! [3]

A\
A Patients with Stage Il to |IlA Disease N IVE RS ITA
1.0+ Table $4. Summary of Subsequent Anticancer Treatments® Received in the Overall U
. Ugim Population DI T RI N
£ : Osimertinib Placebo
a o7 h Placebo
E 069 5-Yr Overall Survival : number of patients (percent)
& 05 (95% C1) ;
4 o H i = = . . B . . ..
g i e : All patients N=339 N =343 Subsequent use of anticancer treatment in all the patients was 22% in the osimertinib group and
£ 03 Osimertinib 85 (72-89) |
z i Placebo 73 (66-78) H . .
i Fazard ratiofordeath, 049 (95,035 C1, 0.33-0.73) Pa:_'e"'s “’:“’ "’;"e“’fd subseguent n=76(22) n =184 (54) 54% in the placebo group. The most common subsequent treatment in both groups was EGFR-
m— P 1} anticancer treatment*
T & & & % % A& h ot % hE o E e e o TKIs (>75% of those who received subsequent treatment), most frequently osimertinib. A
Merths since Randomizztion L — protocol amendment that allowed eligible patients to receive open-label osimertinib at
No. at Risk Osimertinib 31(41) 79 (43)
imertinib . . . . . .
Pacabe 2 ;o me m mo me wmo wm ;b w5 B & 2 o S R =7 recurrence was implemented after the primary analysis. The timing of this amendment, together
B Patients with Stage IB to 1A Disease T & o with local practice, may have affected the frequency of osimertinib use as subsequent treatment.
1.0+
2 ] L : Osimerinib Eioin 0] TN Data regarding the effect of subsequent osimertinib treatment on overall survival in the ADAURA
3 o7 : Placebo ol 18] =G trial are not available. Therefore, we cannot determine how subsequent osimertinib treatment in
T o ; . . o
5 054 e : Aumaierin Miesiae Xa T the post-recurrence context might have contributed to overall survival in the placebo group,
S 0ad ' : e c 2 — 3 5
§ o] Osimertin 5 1 91 = T 5 T although it is possible that this could have reduced the difference in overall survival seen between
= g Placebo 78 (73-82) : . L
£ 2f Hazard aio ordeath, 043 (95.03% C1,034-070) : DacomitinD B T the osimertinib and placebo groups.
R I A N Other EGFR-TKI 0 m
Months since Randomization
No. at Risk Epitinib 0 1(1)
G:.r:ern:b 339 332 325 324 319 311 304 301 294 252 176 108 SO 1S 0 TO THE EDITOR
Placebo 343 338 332 326 314 304 290 281 267 223 164 a7 44 17 3 0 Furmonertinib 0 1(1)
S, The results of the final analysis of the ADAURA trial, reported by Tsuboi et al. (July 13 issue),! show a
emotherapy
relevant benefit in overall survival among patients with resected non—small-cell lung cancer (NSCLC)
T . - . . . . .. .
Platinum compounds! 20128) 2@ with epidermal growth factor receptor (EGFR) mutation who received adjuvant osimertinib. It is

disappointing that less than half of the patients in the control group who had a relapse actually received
osimertinib as the first subsequent treatment. The authors explain that this was due to the double-blind
design, because the amendment allowing open-label osimertinib was implemented only after the
primary analysis. Thus, many patients in the control (placebo) group were deprived of the most
effective treatment for relapsed disease. The authors state that the use of osimertinib in some patients

in the control group “could have reduced the difference in overall survival seen between the osimertinib

and placebo groups.” To be honest, the reasoning should be reversed, and this might have increased the
difference in overall survival favoring the experimental group. Adequacy of the control group can be a

2023 - 2027

problem not only when the treatment chosen as the comparator is not the reference standard? but also
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OF EXCELLENCE
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when subsequent lines of therapy are not effective.

Massimo Di Maio, M.D.
University of Turin, Turin, Italy

massimo.dimaio@unito.it

Tsuboi M, NEJM 2023; Di Maio M, NEJM 2023



Sottogruppi rari di patologie frequenti: quale evidenza

& richiesta p ‘ap ione (AD 2016)?
€ ricniesta per un approvazione J \
UNIVERSITA
EGFR1 or FGFR2 0.7% RIT10.2% Table 1. Characteristics of the Patients at Baseline.
HRAS 1.2% ROS1 Cohort Best Response . .
NRAS 1.2% Characteristic (N=50) 100+ : SDt':Ef::i’:;‘;g:“S"’"
MAP2K1 0.7% Age —yr 801 Partial res
L] ponse
ERBB2 amplification 2.7% . X 60 s Complete response
Median 53 < . 0, 0,
MET amplification 2.5% . 2577 2 40 O R R . 72 A) (95 A) C I ) 58'84)
RET fusion 2.3% Sex— no. (%) § 2
r 0
ROS1 fusion 1.9% Male 22 (44) § o
ALK fusion 4.4% Female 28 (56) & -
Race — no. (%)* 5 —60-
MET splice 3.0% White 27 (54) -80-
Asian 21 (42) -100
ERBB2 3.8% Other 2
Smoking status — no. (%) Duration of Response
NF1 truncation 1.9% Never smoked 39 (78) _ 10+
Former smoker 11 (22) .%
Histologic type — no. (%) @ 08
Adenocarcinoma 49 (98) .é
Squamous-cell carcinoma 1(2) .§ 0.6
ECOG performance status — no. (%) g,
0 22 (44) § 0.4
1 27 (54) 5
) Lo ~ mDOR: 17.6 months =z |
® 2 “ImPFS: 19.2 months
Previous regimens for advanced disease '5 * *
0 - (%) 7 (14 I T T T T T T T T - 00 : I I I I
(14) 0 5 10 15 20 25 30 35 40 0 5 10 15 n =
2023 - 2027 1 21 (42) Months Months
>1 22 (44) No. at Risk
DEPARTM ENT Crizotinib 50 41 30 21 8 7

OF EXCELLENCE

Ministero dell'Universita e della Ricerca

Skoulidis F, Nat Rev Cancer 2019; Shaw AT, NEJM 2014



Sottogruppi rari di patologie frequenti: quale evidenza

e richiesta per un’approvazione (AD 2016)? Nvee
DI TORINO

FGFR1 or FGFR2 0.7%

HRAS 1.2%

NRAS 1.2%

MAP2K10.7%

ERBB2 amplification 2.7%
MET amplification 2.5%
RET fusion 2.3%

ROS1 fusion 1.9%

RIT10.2%

4.1 Therapeutic indications

crizotinib  as monotherapy is indicated for:

ALK fusion 4.4%

MET splice 3.0%

e The first-line treatment of adults with anaplastic lymphoma kinase (ALK)-positive

advanced non-small cell lung cancer (NSCLC)
ERBB2 3.8%

NF1 truncation 1.9%

e The treatment of adults with previously treated anaplastic lymphoma kinase (ALK)-positive
advanced non-small cell lung cancer (NSCLC)

e The treatment of adults with ROS1-positive advanced non-small cell lung cancer (NSCLC)

e The treatment of paediatric patients (age >1 to <18 years) with relapsed or refractory
systemic anaplastic lymphoma kinase (ALK)-positive anaplastic large cell lymphoma
(ALCL)

2023 - 2027
DEPARTMENT e The treatment of paediatric patients (age >1 to <18 years) with recurrent or refractory

OF EXCELLENCE anaplastic lymphoma kinase (ALK)-positive unresectable inflammatory myofibroblastic
Ministero dell’Universita e della Ricerca tumour (IMT)

Skoulidis F, Nat Rev Cancer 2019; ema.europa.eu



Ma la regola non e uguale per tutti (in tutti

FGFR1 or FGFR2 0.7%

HRAS 1.2%

NRAS 1.2%

MAP2K10.7%

ERBB2 amplification 2.7%
MET amplification 2.5% A

RET fusion 2.3% /

RIT10.2%

ALK fusion 4.4%

MET splice 3.0%

ERBB2 3.8%

NF1 truncation 1.9%
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i momenti storici)
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+ Previous multitargeted
kinase inhibitor

[ Previous anti-PD-1 or
anti-PD-L1 therapy

O No previous anti-PD-1 or
anti-PD-L1 therapy

Table 1. Baseline Characteristics of the Patients.*
Previous Platinum
Chemotherapy Previously Untreated

Characteristic (N=105) (N=39)
Age —yr

Median 61 61

Range 23-81 23-86
Sex — no. (%)

Female 62 (59) 22 (56)

Male 43 (41) 17 (44)
Race — no. (%)

White 55 (52) 28 (72)

Asian 40 (38) 7(18)

Black 5(5) 3(8)

Other 3(3) 1(3)

Missing data 2(2) 0
Smoking status — no. (%)

Never smoked 75 (71) 29 (74)

Former smoker 29 (28) 9 (23)

Current smoker 1(1) 1(3)
ECOG performance-status score — no. (%)

0 31 (30) 18 (46)

1 72 (69) 21 (54)

2 2(2) 0

Duration of Response among Patients with a Response

£ 804
8
-
60
&
£
F 40
a
c
2
& 20
o
T T T T 1
0 6 12 18 24 30

Months since Start of Response

No, at Risk 73 71 67 62 56 45 34 26 14 10 10 6 1 0

A All Target Lesions

40

20~

—204

—40-

—-60

Maximum Change in Tumor Size (%)

—804

L
2

mDOR: 17.5 months

ORR: 64% (95% Cl, 54-73)

Progression-free Survival among All Patients

mPFS: 16.5 months

100+
E
c
2 804
a
Eﬂ 60
£
‘E 40
w

0
T T T T 1
0 6 12 18 24 30
Months since Start of Treatment
No. at Risk 105 95 89 82 79 74 54 36 35 20 10 10 8 1 0



Ma la regola non e uguale per tutti (in tutti

FGFR1 or FGFR2 0.7% RIT10.2%

HRAS 1.2%

NRAS 1.2%

MAP2K10.7%

ERBB2 amplification 2.7%

MET amplification 2.5%
RET fusion 2.3% /

ALK fusion 4.4%

MET splice 3.0%

ERBB2 3.8%

NF1 truncation 1.9%
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i momenti storici)

Table 1. Baseline Characteristics of the Patients.*

Characteristic
Age —yr
Median
Range
Sex — no. (%)
Female
Male
Race — no. (%)
White
Asian
Black
Other
Missing data
Smoking status — no. (%)
Never smoked
Former smoker
Current smoker
ECOG performance-status score — no. (%)
o
1
2

Previous Platinum
Chemotherapy
(N=105)

61
23-81

62 (59)
43 (41)

55 (52)
40 (38)
5(5)
33
2(2)

75 (71)
29 (28)
1(1)

31 (30)
72 (69)
2(2)

UNIVERSITA
DI TORINO

[ Previous anti—PD-1 or O No previous anti-PD-1 or + Previous multitargeted

anti-PD-L1 therapy kinase inhibitor

A All Target Lesions

ge in Tumor Size (%)

RR: 64% (95% Cl, 54-73)

Duration of Response among Patients with a Response

Patients Free from

All Patients

mPFS: 16.5 months

100
£ 804
H
c
& o
]
o
£
F 40
=
c
2
& 20
o
0
No. at Risk 73 71

45

12
Months since Start of Response

34

T T T T 1
6 12 18 24 30

Months since Start of Treatment

95 8 8 79 74 54 36 35 20 10 10 8 1 0

Skoulidis F, Nat Rev Cancer 2019; Drilon A, NEJM 2020



Patologie ultra-rare con farmaci agnostici: un esempio di (£4
medicina (e drug approval) di precisione
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Patologie ultra-rare con farmaci agnostici: un esempio di
medicina (e drug approval) di precisione
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| \ | $x€i\‘ =\/ \"}

Same biomarker with a Same specific drug

validated test

io MASC HNSCC id
NTRK 0% (paediatric NTRX 100% NTRK 0.3% NTRK 2.3%
patient MSI-H NR MSI-H0.7% MSI-H NR
0.6% (. ies)
MSILH
Breast Gastric CRC

IRK 008 NTRK NI NTRK 0.9% IBK 92 3%
MSI-H 1.5% MSHH 1 MSI-H 19.7% MSEHNR
Lu h Adrenal gland GIST
NIRK 0.2 NTRKNI R NTRK 3%
MSI-HO. MSIH I% MSIHNR

olangi inoma
J 151 I

Different tumors
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Hong DS, Lancet Oncol 2020; Carmagnani Pestana R, Nat Rev Clin Oncol 2020
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Different tumors

Same biomarker with a

Same specific drug
validated test

!

as monotherapy is indicated for the treatment of adult and paediatric patients with solid

4.1 Therapeutic indications

Larotectinib

2023 - 2027

tumours that display a Neurotrophic Tyrosine Receptor Kinase (NTRK) gene fusion,
DEPARTMENT )
OF EXCELLENCE

result in severe morbidity, and
Ministero dell'Universita e della Ricerca

who have a disease that is locally advanced, metastatic or where surgical resection is likely to

who have no satisfactory treatment options (see sections 4.4 and 5.1).

Hong DS, Lancet Oncol 2020



RWD: possono aiutarci nel generare evidenze in ambito regolatorio?

Real-world data are data relating to patient health status and/or the delivery of health
care routinely collected from a variety of sources. Examples of RWD include data derived

from electronic health records, medical claims data, data from product or disease

registries, and data gathered from other sources (such as digital health technologies) that

can inform on health status.

Real-world evidence is the clinical evidence about the usage and potential benefits or
risks of a medical product derived from analysis of RWD.

“As the breadth and
reliability of RWE
increases, so do the
opportunities for FDA
to make use of this
information.”

Scott Gottlieb, FDA Commissioner
National Academies of Science,
Engineering, and Medicine,
Examining the Impact of RWE on
Medical Product Development,
September 19, 2017

“FDA will work with its
stakeholders to understand
how RWE can best be used
to increase the efficiency of
clinical research and answer
questions that may not have
been answered in the trials
that led to the drug approval,
for example how a drug works
in populations that weren't
studied prior to approval.”

Janet Woodcock, M.D., Director, CDER

UNIVERSITA
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Beliefs related to advantages/disadvantages of design

. Regulator [ ]]
RCT designs (n=116)  (N=218)
Disadvantages outweigh
advantages, n (%) 6(6) 605) 12(6)
Advantages and disadvantages
are equally important, n (%) 111 60) 1718)
Advantages outweigh 85 (83) 104 (90) 189 (86)

disadvantages, n (%)

p-value

0.288

(a) Missing data for 1 HCP (b} Chi-Square test

RWD study designs R(‘:}g‘:'?é‘;’
Disadvantages outweigh

advantages, n (%) 19(18) 64(55) | 83(38)
Advantages and disadvantages

are equally important, n (%) 35(34) 37(32) 72 (33)
Advantages outweigh 49.(48) 15(13) 64(29)

<0.001

disadvantages, n (%)

Fda.gov; Martins-Branco D, ESMO Sarcoma & Rare Cancers 2025




Tanti farmaci, tante evidenze: come si orienta il clinico?

Curative Non-curative

—A A-

c

ESMO-MCBS

ESMO-Magnitude of Clinical Benefit Scale
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EVALUATION FORM 1A - ESMO-MCBS v2.0

For RCTs evaluating new approaches to adjuvant therapy or new potentially curative
therapies

Name of study:

Study medicine: Indication:

First author: Year: Journal:
Name of evaluator:

EVALUATION FORM 1B - ESM0-MCBS v2.0

Single arm de-escalation studies in the adjuvant setting

Name of study:
Study medicine: Indication:
First author: Year: Journal:

Name of evaluator:

EVALUATION FORM 2A - ESMO-MCBS v2.0

Name of study:
Study medicine: Indication:
First author: Year: Journal:

Name of evaluator:

EVALUATION FORM 2B - ESMO-MCBS v2.0

For therapies that are not likely to be curative with primary endpoint PFS

Name of study:

Study medicine: Indication:

First author: Year: Journal:
Name of evaluator:

EVALUATION FORM 2C - ESMO-MCBS v2.0

For therapies that are not likely to be curative with primary endpoint other than 0S or PFS
or non-inferiority studies

Name of study:
Study medicine: Indication:
First author: Year: Journal:

Name of evaluator:

EVALUATION FORM 3 - ESMO-MCBS v2.0

For single-arm studies in “orphan diseases” and for diseases with “high unmet
need” when primary outcome is PFS or ORR

Name of study:

Study medicine: Indication:

First author: Year: Journal:
Name of evaluator:

Cherny NI, Ann Oncol 2025
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Giu dalla scala! MCBS simile,

diversi...come orientarsi?

Alectinib [I, A; MCBS 4; ESCAT I-AJ*¢
Brigatinib [I, A; MCBS 4; ESCAT I-A]>b¢
Lorlatinib [I, A; MCBS 4; ESCAT I-A]#b¢
Crizotinib [I, B; MCBS 4; ESCAI I-A]** °
Ceritinib [l, B; MCBS 4; ESCAT |-AJ*¢
AV
[ Disease progression ] L
|
-
v v
[ Oligoprogression ] [ Systemic progression J
- < °
A4
Local treatment Systemic Rebiopsy recommended
(surgery or RT) and continue targeted progression (not mandatory for decision)
systemic treatment [IV, C]

After crizotinib:
Alectinib [I, A; MCBS 4; ESCAT I-A]>*

Brigatinib [lll, A; MCBS 4; ESCAT |-A]**
Ceritinib [l, A; MCBS 4; ESCAT |-AJ>°

N
Systemic progression

If no previous lorlatinib: lorlatinib [Ill, A; MCBS 4; ESCAT I-A]*¢
Platinum-pemetrexed ChT [lll, A]

Atezolizumab-bevacizumab—paclitaxel-carboplatin [Ill, B; MCBS 3]*

farmaci

UNIVERSITA
DI TORINO

Il farmaco piu nuovo?
Puntare ad una sequenza terapeutica?

Migliore profilo di azione in sedi
«critiche» (es encefalo)?

Profilo di tossicita / tollerabilita?

Confronti indiretti dell’efficacia?

Hendriks LEL; Ann Ojcol 2023



Giu dalla scala! MCBS simile, farmaci

diversi...come orientarsi? UNIVERSITA
DI TORINO

* Il farmaco piu nuovo?

Alectinib [I, A; MCBS 4; ESCAT |-AJ*b°

Brigatinib [I, A; MCBS 4; ESCAT I-A]>b¢
Lorlatinib [I, A; MCBS 4; ESCAT |-AJ2b*

Cortin [ B; NGBS 4, ESCAT 1-AL" * Puntare ad una sequenza terapeutica?
A . . . . . . .
[ Disease progression ] hd MIg|IOI’e prOfI|O dl a2|0ne |n Sedl
I ' 1 «critiche» (es encefalo)?
A4 A4
[ Oligoprogression ] [ Systemic progression J
¥ ! * Profilo di tossicita / tollerabilita?

N
Local treatme_nt Systemic Rebiopsy recommended
(surgery or RT) and continue targeted progression (not mandatory for decision)
systemic treatment [IV, C]

I e Confronti indiretti?...

After crizotinib: After at least 1 ALK TKI, other than crizotinib:

Alectinib [I, A; MCBS 4; ESCAT I-A]*® Lorlatinib [IIl, A; MCBS 4; ESCAT I-AJ*¢
Brigatinib [IIl, A; MCBS 4; ESCAT |-AJ**
Ceritinib [I, A; MCBS 4; ESCAT I-AJ*¢

!

N
Systemic progression

If no previous lorlatinib: lorlatinib [Ill, A; MCBS 4; ESCAT I-A]*¢
Platinum-pemetrexed ChT [lll, A]

Atezolizumab-bevacizumab—paclitaxel-carboplatin [Ill, B; MCBS 3]*

Hendriks LEL; Ann Ojcol 2023



Conclusioni
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» L'approvazione dei farmaci in oncologia continua (e deve continuare) a basarsi sulle

evidenze

« Con la scoperta di sottogruppi rari di patologie e I'avvento di terapie sempre piu
personalizzate, anche I'approvazione dei farmaci € diventata piu «dinamica»

« I RWD hanno il potenziale di migliorare la nostra conoscenza post-approvazione...e
permetterci di affinare i nostri studi clinici (es /n silico arms)?

« Quando il clinico (oncologo) si trova di fronte a trattamenti diversi ma di «valore» molto
simile, puo andare in confusione...ma iniziano ad esserci strumenti per aiutarlo (see next
presentations!)
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