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Ol ekBaoeLc TwWV OYKOAOYIKWV aocFevwy BeATiwvovTtal CUVEXWS

Hofmarcher, T. et al. (2019) Comparator Report on Cancer in Europe 2019, IHE Report 2019:7. IHE: Lund, Sweden. Page 13



E¢&eAielc otnVv oykoAoyia

H oykoAoyio MopapLEVEL TO EMIKEVTPO TNG EPEVVNTIKAG SpactnpLotntag,

= >40% (2.143) twv KAWIKWV HeEAETWV T0 2023 adopd oykoAoykd dappoka
H xpRon twv Blodelktwv amoteAel pa amd TIC onUaAvTIKOTepeC e€elifelc otnv
OVTLUETWTILON TWV OYKOAOYLKWV aoBevwv odnywvtag otnv &EATOULKEUMEVN
Beparmeia
Yrapxet oUENUEVO €peuvNTIKO €VOLOPEPOV YL OTOXEUMEVA APUAKO ME
KOLLVOTOROUG HNXOAVIOHOUC Spaong yia Tn Beparmeio Tou Kopkivou
Néec katnyoplec dapuakwv (novel modalities): KUTTOPLKEG Kol YOVISLAKEG
Oepaneieg, ouvlelypata avitiowpatoc-papudakou (antibody-drug conjugates,

ADCs), SLel81ka aviiowpota



KuttaplKEC Kol YOVIOLOKEG OEpaTteleC

= CAR-T KuttaplkEG Oeparneieg:
AlpatoAoyLkég kakonBeleg: Kymriah & Yescarta, yla Bgparneia tng ALL kat tou DLBCL (FDA 2017)
MoAAamAd MuéAwpa: Bepareieg mou otoxevouv To BCMA (avtiyovo wpipavong B-kuttapwv)

= OEgpaneia NK kuttapwv: s¢etalovtal yla tn Bepameia CUMMAYWYV OYKWV KOl OLLATOAOYIKWV
kakonBewwv (FDA 2024 — ANKTIVA — kapkivoc tn¢ oupodoyou kUOTn()

= Qegpaneia TIL: Ospaneia pe SinONTIKA Aepdokuttapa oykou (TIL) (FDA 2024 — Amtagvi —
UeAavwu)

= Qgpaneia pe OykoAutikoug loug: To Talimogene laherparepvec (Imlygic) eivat po Bspaneia pe
OYKOAUTLKO LO TIOU €XEL eYKPLOEL yLa T Beparmeio TOU HEAAVWHATOG.

» Enefepyacia Novidiwv (CRISPR): H texvoloyia CRISPR xpnoiwuomnoleital yia tnv eneepyaocia
yoviSilwVv HEoa oTa KAPKLVLKA KUTTOPA, E(TE yLa va T 00Ny OEL O€ AMOMTWOonN £TE yla va ta

KAVEL TILo evaioBnta os dAAeg Bepaneiec (EMA & FDA 2023 - Casgevy - B-Badacoatuia / AN).

Uscanga-Palomeque AC et al. CAR-T Cell Therapy: From the Shop to Cancer Therapy. Int J Mol Sci. 2023
Saez-lbafiez AR et al., Nat Rev Drug Discov. 2022, Yu JX et al, Nat Rev Drug Discov. 2020, Upadhaya S et al, Nat Rev Drug Discov. 2021



2ulevypata avtiowpatoc-papupakov (ADCs)

—

ADC approvals, 2013-2022

Trop-2 - sacituzumab govitecan
(Trodelvy); mTNBC, mUC

EGFR - cetuximab sarotalocan
(Akalux); HNSCC

BCMA - belantamab mafodotin

HER2 - D22- (Blenrep), r/r MM ‘ FRa - mirvetuximab
trastuzumab moxetumomab D30 - brentuximabvedotin - ¢oraytansine
emtansine (Kadcyla); pasudotox (Adcetris); HL, systemic anaplastic (Elahere); FRa+
HER2+ BC (Lumoxiti); r/r HC 'arge cell lymphoma ovarian cancer

CD22 - inotuzumab CD79b - polatuzumab vedotin CD19 - loncastuximab tesirine

ozogamicin (Besponsa);  (Polivy); r/r DLBCL (Zynlonta); r/r DLBCL

r/r ALL Nectin-4 - enfortumab vedotin HER2 - disitamab vedotin

CD33 - gemtuzumab (Padcev); mUC (Aidixi); solid tumors

ozogamicin (Mylotarg); HER2 - trastuzumab deruxtecan ~ Tissue factor - tisotumab

AML (Enhertu); HER2+ BC, vedotin (Tivdak); cervical cancer

gastroesophageal adenocarcinoma

_|

= Aekamévte ADCs €xouv KukAodoproel

TIAYKOOLLWG

>800 KAWLIKEC OOKLWMEC Eekivnoav Tnv
Tedevutaia dekaetia, avILTPOowWeEVOVTAC
TOV TOXUTEPA OVOTNTUCOOUEVO TOMEN
OTLG OYKOAOYLKEG KALVIKEG LEAETEG

Aekadec otoyol, pnxaviopot &éopevong
Kal oUleUypaTO EPEUVWVTAL, KOL TIOAAQ
delxvouv onpavtik duvapikn pe vPnAn
gldkotnTa Kol OVEKTLKOTNTA,
ETUTPEMOVTAG TA VA Xpnotponotnouv oe
NOAAQAEG ypapuéG Oepamneiog

Tsuchikama K et al. Exploring the next generation of ADCs. Nat Rev Clin Oncol. 2024, Citeline Trialtrove, IQVIA Institute, Jan 2024.




Aleldka avtiowpato

AVOKOAUTITOVTOL VEOL OTOXOL KAl cUVEEoVTaL HE KOBLEPWUEVOUC OTOXOUG
ota T-KUTTapa, EMLTPEMOVTIAC TNV TILO ATTOTEAECUATLKN EVEPYOTIOLNON TOU

OVOOOTIOLNTLKOU CUOTHHOTOC YL TNV KOTATIOAEUNOTN TWV OYKWV

Agent Target Indication and activity Common grade >3 adverse events Year of approval
Blinatumomab”*° CD3xCD19 RR B-ALL: CR/CRh in 43-44%, Neutropenia (37.8-41%), infection 20147, 2017 (FDA); 20157,
mRFS 5.9 months, mOS 6.1-6.9 months  (34.1%), elevated circulating liver 2018 (EMA), 2020 (NMPA)
enzymes (6-12.7%), neurological Subsequently, expanded to
events (9.4-11%), CRS (4.9%) include patients with MRD" B-ALL
Mosunetuzumab® CD3xCD20 RR FL: CRR 60%, ORR 80%, Neutropenia or reduced neutrophil 2022° (EMA), 2022° (FDA)
mPFS 17.9 months, mOS NR count (26%), hypophosphataemia
(17%), anaemia (8%), increased serum
ALT (5%), CRS (2%)
Tebentafusp?®*"” CD3xgp100-  HLA-A*02:01-positive uveal melanoma:  Rash (19%), elevated circulating liver 2022 (FDA), 2022 (EMA)
HLA-A*02:01 ORR 11%, mPFS 3.4 months, mOS enzymes (10%), pyrexia (5%), pruritus
21.6 months (5%), CRS (1%)
Teclistamab"*'"” CD3xBCMA RR MM: CRR 39.4%, ORR 63%, mPFS Neutropenia (64.2%), anaemia 2022 (FDA), 2022° (EMA)
11.3 months, mOS 18.3 months (37.0%), lymphopenia (32.7%),
thrombocytopenia (21.2%), CRS (0.6%)
Glofitamab® CD3xCD20 RR DLBCL: CRR 39%, ORR 52%, Neutropenia (27%), thrombocytopenia  2023° (FDA), 2023° (EMA), 2023°
mPFS 4.9 months, mOS 12 months (8%), anaemia (6%), CRS (4%) (NMPA)
Amivantamab'®*?%° EGFRxMET Advanced-stage NSCLC harbouring Neutropenia (33%), rash (11%), 2021° (FDA)
EGFR exon 20 insertion mutations leukopenia (11%), anaemia (11%),
(in combination with chemotherapy): thrombocytopenia (10%)
ORR 73%, mPFS 11.4 months, mOS NR
Epcoritamab™ CD3xCD20 RR DLBCL: CRR 38.9%, mPFS Neutropenia (14.6%), anaemia (10.2%),  2023° (FDA) 2023 (EMA)
4.4 months, mOS NR thrombocytopenia (5.7%), CRS (2.5%)
Elranatamab'®"*° CD3xBCMA RR MM: ORR 61%, estimated 15-month ~ Neutropenia (48.8%), anaemia 2023° (FDA), 2024% (EMA)
PFS 50.9%, estimated 15-month OS (37.4%), lymphopenia (25.2%),
56.7% thrombocytopenia (23.6%)
Cadonilimab™® PD-1xCTLA4 Advanced-stage cervical cancer: ORR Anaemia (5%), reduced appetite (4%), 2022 (NMPA)
32.3%, mPFS 3.7 months, mOS NR dyspnoea (2%)
Talquetamab'™® GPRC5DxCD3 RR MM: ORR 72%, mDOR 9.5 months, Lymphopenia (47%), anaemia (33%), 2023° (FDA)
mPFS NR neutropenia (26%), leukopenia (16%)
Tarlatamab'*"'*? CD3 xDLL3 RR SCLC: ORR 40%, mDOR 9.7 months,  CRS (26%), neutropenia (8%) 20242 (FDA)

mPFS 4.9 months

Goebeler ME et al. Bispecific and multispecific antibodies in oncology: opportunities and challenges

. Nat Rev Clin Oncol. 2024



O poAo¢ tTn¢ texvntnc vonpoouvnc (Al) otnv OykoAoyia

H Al avadlapopdwvel oUGLAOTIKA TO TOTILO KOL TLC TUPOOTITLKEC TNG
oyKoAoyioag, SnNULOUPYWVTOC VEEC GNMIOVTILKEG EVKOLPLEG yLaL TN

BeAtiwon TNG QVTLUETWTILONG TWV OYKOAOYLKWV 0.0BeVWV

National Library of Medicine
National Center for Biotechnology Information
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Luchini C et al. Artificial intelligence in oncology: current applications and future perspectives. British Journal of Cancer, 2022
Kurian M., et al. Cancer Care in the Era of Artificial Intelligence. JAMA oncology, 2024,
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Aarmavn yla oyKOAOYLKO pAPLLOKO TTOLYKOOHLWG
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PuOpotikec apxec kot popeic HTA: deiktec agtoAoynong

Regulators HTA/Reimbursement bodies
1. Safety 1. Relative Effectiveness - does it work
2. Quality in clinical practice compared to SoC?
3. Efficacy 2. Evidence on relative safety/ adverse
: _ events
4. Risk/benefit

3. Efficiency - does it contribute to
more efficient use of resources?

4. Affordability/Sustainability

European Medicines Agency updates guideline on evaluation of anticancer medicines, Anticancer GL Rev 6 adopted CHMP November 2023

(euroga.eul



https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-anticancer-medicinal-products-revision-6_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-anticancer-medicinal-products-revision-6_en.pdf

Kown kAwikn aétoAoynon (JCA) otnv Eupwnn

= N European
_- = Commission

PAGE CONTENTS
Implementation rolling plan

Member State Coordination
Group on HTA (HTACG)

HTA Stakeholder Network
Implementing acts

Latest updates

Documents

® EN | Q Search ‘

Public Health

Home » Health technology assessment

> Regulationon HTA > Implementation of the Regulation on health technology assessment

Implementation of the Regulation on health
technology assessment

The Regulation (EU) 2021/2282 on health technology assessment @, (HTAR) entered into force on
11 January 2022 and will apply from 12 January 2025.

In the preparatory phase for the implementation of the HTAR (January 2022 — January 2025), this
webpage aims at informing national authorities, health technology developers and stakeholders
about the development of implementing legislation in accordance with the powers conferred to the
Commission by the co-legislators.

In the implementation phase of the HTAR (beyond January 2025, when joint HTA work will start), this
webpage will include all the information reguired by Article 30.3 of the HTAR.

— Factsheet on implementation of the Regulation 4@,

— Joint clinical assessment of medicinal products: Submission of early information by health
technology developers @,

Regulation (EU) 2021/2282 of the European Parliament and of the Council of 15 December 2021 on health technology assessment and amending Directive 2011/24/EU
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Regulation (EU) 2021/2282 of the European Parliament and of the Council of 15 December 2021 on health technology assessment and amending Directive 2011/24/EU



EE: MpooBaon twv acBsvwv o€ vea pappaka

2019-2022

% ~43% 531

EU average rate of Average time for a new
availability in 2023 vs medicine to be available in
45% in the previous European market is 14 days
study longer than the previous study

Access gap between the highest and

ﬁ\ﬁ\, lowest country is 840/0 in the 4-year
|

cohort, and 800/0 for longer timelines

EFPIA Patients W.A.LT. Indicator 2022 & 2023 Survey



l 2UYKpLon MPooBaonc LETOEL TWV EVPWTTOIKWV XWPWV

>80%
60-80%
40-60%
20-40%
10-20%
<10%

EFPIA Patients W.A.LT. Indicator 2023 Survey



MocooTto SLaBeoLpoTNTOC OYKOAOYLKWYV
— dappakwv (2019-2022)
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Moc00TO OYKOAOYIKWV POaPHAKWY HE TTARPN
— npoofaocn (2019-2022)
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Austria
**Spain

. Sweden
Poland
Norway
Netherlands
Iceland

Hunga

Ireland
*Croatia
*Bosnia
Turkey
Malta

EU approvals
Germany
Switzerland
Denmark
Luxemburg
*Cyprus
Bulgaria
Belgium
Slovenia
Scotland
*North Macedonia
Lithuania

Full public availability [ Limited availability

EFPIA Patients W.A.ILT. Indicator 2023 Survey
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KUplec attiec pun StaBsopotntac Kol KabuotEpNong
NPOCBOoNC GE KALVOTOUEC Oepareiec

Mo mpwtn ¢opd TOPOUCLACTNKE KOl LEAETN TIOU OUVOUOOTIKA HE TN MEAETN
Patients W.A.L.T. Indicator gotidlel otic KUpLEG autie¢ un Sdiabeopotntog twv

KOUWVOTOM WV PapUAKWV. JUYKEKPLUEVAL:

" UTIAPYXOUV ONMOVTIKEC KaBuoteprioelc kKukAodoplag vEwv dapudKwv oTnv
EAAGSa Adyw tou Kputnpiou 5/11, aAAd Kol TOU EMUMESOU UTOXPEWTLKWVY

emotpodwv yla tnv EAAGSa, aAld kal xwpeg omwe n Kumpog kat n MaAta.

EFPIA The root causes of unavailability of innovative medicines and delays in access June 2024



2 UMUTTEPOLGLOLTLKAL

= H oykoAoyla MAPOEVEL TO EMIKEVTIPO TNEG EPEVVNTIKAG Spactnplotntag

" Néa otoxeupeva GAPHOKOA HE KOULVOTOHOUG UNXOviopoug Spdong, Blrodeikteg kal Al

EXOUV BEATIWOEL CNUOVTLKA TO TIPOCSOKLUO EMLBLwoNG TwV oyKoAoYLKWY acBevwv

» Kown kAwikn afloAdynon & mapdAAnAn afloAoynon véwv dapudkwyv amd EMA kal
HTA: mpodyel tn dwadaveia otn Stadikaoia afloAdynong, EVIOXUEL TNV EUTTAOKN TWV

acBevwv, Tayxutepn SLOECIUATATA KALVOTOMWY TEXVOAOYLWV UYELQC 0TOUG aoBeveig

= Qa npémnel va StaodaAloBel n todtipun, KaBoAkn Ko Eykaipn npoofaon twv EAARvwy

a0BevwV OTLC VEEC, KALVOTOUEG Bepareieg
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