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Le opinioni espresse in questa presentazione sono personali e non impegnano in alcun modo I'AIFA

Interessi nellindustria farmaceutica NO Attualmente ? ;?n? precedenti oltre 3 anni precedenti
INTERESSI DIRETTI:

1.1 ir;g;gc;aaﬁ:al}l:r; tsi.(c:);Jeta. Ruolo esecutivo in una 0 0 [] obbligatorio

1.2 éring:leg(r)ogﬁzt t;nfaa rsnczgf;czii;uolo guida nello sviluppo [ [ [ obbligatorio

1.3 Impiego per una societa: altre attivita Il Il [] facoltativo

2. Consulenza per una societa X O O [] facoltativo

3. Consulente strategico per una societa Il Il [ facoltativo

4. Interessi finanziari X ] O [ facoltativo

5. Titolarita di un brevetto Il ] [] facoltativo
INTERESSI INDIRETTI:

6. Sperimentatore principale O O [] facoltativo

7. Sperimentatore O [l [] facoltativo

8. Sovvenzioni o altri fondi finanziari O ] [ facoltativo

9. Interessi Familiari ] ] [ facoltativo

* Enrico Costa, secondo il Regolamento per la disciplina dei conflitti di interesse all'interno dell’Agenzia Italiana del Farmaco
approvato dal CdA AIFA con Delibera n. 37 del 13 ottobre 2020.

N.B. <Per questo intervento non ricevo alcun compenso>
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Approximately 1/10 of orphan designations
reached the marketing approval.

CFTR-based designations increased over
time, while those symptomatic-based
decreased.

Determinants of successful drug

development for designations targeting
CFTR.

o Positive outcomes from large enterprises
with experience in orphan drugs
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€ AlEA. Laccesso ai farmaci per malattie rare tra aspetti regolatori e priorita di salute pubblica
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& A~ Centralised incentives but decentralised access
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Orphan rate of availability (2017-2020)

The rate of availability, measured by the number of medicines available to patients in European countries as
of 1st January 2022. For most countries this is the point at which the product gains access to the
reimbursement listT, including products with limited availability.
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https://efpia.eu/media/636821/efpia-patients-wait-indicator-final.pdf

€ AlFA.  Marketing authorization and the extension of indications of ivacaftor in the US and in the EU

AGENZIA ITALIANA DEL FARMACO
—— ———

2015

20

16

2017

2018

—

2019 |

4 N/ N\ f \ { 4 N N N N\
21/02/14 29/12/14 17/03/15 17/05/17 31/07/17 15/08/18 29/04/19 i) 24709720 21/12/20
> 12 months > 6 months > 4 months
26 years 2 6 years 22 years 2 2years > —— ——— 7 m—— > 2
y lt" Yy It" Zyears '!’1 y M' 22 years m' (and >7 Kg) M' (and >5 Kg) '"1 (and >5 Kg) '!h 2 4 months (and 25 Kg)
G551D G1244E % G551D G551S % GS551D G551S % G551D  GS551S + v [ [= % GSS51D GI244E G1349D
613490 GL78R % G178R GI244 % G178R G244 % GI78R  G1284E % 65510 6551.; G1244E t,.‘ G551D 655718 G1244E %, Gs51D 655715 G1244E t,.‘ G551D 65571$R G1244E W GI7T8R GS51S S125IN
Si'inn || 7 comon || 7 cmmsen || 3 che e || Y cosecmmn || cheermazi || 4 cosoomenn ||y oo || 3 G S '
S1255P  S549N £ S549R S125IN E S549R S1251N £ SS4R  SI2SIN 7 7 7 7 é F508C;S1251N+*
S549R $1255P 51255p £ s1255p : g : g
S$549R E.‘ 1 3 £ RUH £ RuUM £ RU7H £ RUTH £ Rum
Eal | & e 3 (I E-a A1067T* Ad5SE E-s A1067T* A45SE E A1067T* A45SE E-3 A1067T* A45SE X AL067T* A45SE DI10E*
5 6 7 A1067T* A4SSE* 3 Diioe* D110H* 3 D110E* D110H* 3 D110ce* D110H* 3 DI10E* D110H* 3 DIlIOH* D1152H
¢ DLOE Diiow F DIIS2H  DI270N* 7 D1I52H  D1270N° 7 D1I52H  D1270N* 7 D1152H  DI1270N* £, DI27ON* D579G E193K*
%t DLISH*  Es6K* D579G E193K* ES6K* £ D579G E193K* ES6K* D579G E193K* ES6K* D579G E193K* ES6K* © ' ES6K* F1052V* F1074L*
J D1270N* Eﬁ(' 3 F1052v* F1074L* % F1052v* F1074L* 3 F1052v* F1074L* F1052v* F1074L* E G1069R* K1060T* L206W
E) D579G* F1052v* %, GI069R®  K1060T* % GIOB9R*  K1060T* % GIOGOR*  K1060T* % GI069R®  K1060T® 3 Pe7L R1070Q° RI070W
7 | Flo7al® G1069R® 3 L206W P67L R1070Q° 3 L206W P67L R1070Q° 3 L206W PE7L R1070Q° 3 L206W P67L R1070Q° 7 RI17C R347H R352Q
£ Ki060T* L206W* ¥ R1070W R117C R347H ¥ R1070W R117C R347H ¥ R1070W R117C R347H ¥ R1070W R117C R347H £ R74W®  soasL  SoTIF
% Pez* R10700° £ R3s2q R74W* 59450 £ Ras2q R7aws sadsi £ Rss2q R7aws sodsi £ Ras2a R7aws s9as £ EB31X 2789+5G3A 3272-
’3 R1070W* R117C* % so7IF % SO77F  2789+5GA % S977F  2789+45G->A % S97T7F  2789+5G-A % 26A56 711+43A5G
— 7 R Ras20° 3 EB3IX  2789+5GA 3 327226A5G  ES3X 3 327226A3G  ES3IX 3 32722636 ES3IX 3 3849+10kCT
S Riaw*  saasie 7 321226A56 3F 711:3a56 F 711+3A56 F 711:3a56 7 e
é e — £ 3BT 2. 3849+10KkbC>T £ 3849+10kbC>T £, 3849+10kbC>T g -
| — &3 A6 \ \ \. s —
8 8 8 ) W ‘

2020

©)

2021

2022

e ~
LEGEND -
dd/mm/fyy
XXX~ EMA& FDA
XXX only FDA .m Age (and weight, if mentioned)
XXX - variation £ F508del/Fs08cel 8 8
* —based only on in-vitro data % F508del heterozygous (" ("
, .. —Studyreference (as stated in Table 2) ; *  F508del/Gating 22/11/18 09/12/19
+ = Complex /compound mutations £ *  F508del/Conduction > 12 months > 6 months ( -
& — Mutations responsiveto IVA, TEZ/IVA, ELX/TEZ/NA (seelist below) £ F508del/RF I"' O“t (and 7 Kg) '“' (and >5 Kg) 09/06/20 03/11/20
«  F508del/MF - IS T > 6 months > th
- 28/07/14 G551D G551S G551D G551 G551D G551S 2 6 months 2 4 months

@ RF:A120T* A349V* DO24N® F3111* FS08C* G1249R* G3 14E° GST6A* ; AFSOBdel/Oxher E'i HrT G g'k G meim Ei i e it (and 5 Kg) it (and >5 Kg)
G970D* H1375P* IL48T* 1807M* 11027T* L320V* L1480P* LI6TS* LIITF* £ Gating ﬂh 2 6years 3 GI343D SS49N ? G1349D S549N 3 GI349D S549N E G551D G551S E G551D G551
M952T* Q1291R* Q237E* R75Q% R1176* R1162L* R117L* R1283M* Conducti 7 csaor S1251N S549R S1251N 7 | ssaor S1251N ) ,
REGEC* RIOH® ST150F* S1159P* TI(531* VS621* V7S4M* Y1014C* E‘g R:n — 23/07/12 t'-.a Gao1D) G1298E £ siossp £ sissp £ s1ssp 3 ggisnoeslsz:;s 3 21;53065}5244;:
Y1032c* G1349D G178R = = = 37
& Other: A2WD* D192G* ES22K* F3lldel* G178E* G1%4R* HI39R* 7 mF '“' > 6 years 7 GS551S S1251N M' > 18 years m' 218 years '“' > 18years 2 :Sggpsusm .’5? :ﬁ:gPSHSlN
11139V7 1175VF MIS2VT MO521T (237H* Q359R* R117P* R347TL* £ Other % £ S1255P S549N 3 v © S 1 =
RS530* R792G*RIIIG* SSHON* 5737F* V232D%V1293G* W1282R* - ", GS551D £ SR ", R117H % RI117H % RI17H 'E., R117H % RuzH

\ N ) — s M— J G ) J\ = -

Costa E, et al. Orphanet J Rare Dis. 2022 May 7;17(1):188.



