L2

miuin N7
7T19'U1 1119
21NN

12

M A171130 YIN'NI M1Nan
MW 70110101 71907
TIW'N 001 7V NN
FDA™i1 7W OTiNN

N7 N7 0" NWY NUIIN
nnnn,Orphan Drug Act™n
mnin' mann 7w ay¥na

nJivni marn mmrT
- 'INIWI MIN™131
"IN YT

TIIXMAN TIN'Y 70 770 11N
2024 71n1n

m7u* nJin
n'N191 NP
T A17171INa MW Tn




I'NTI TWIND
y/ glULnl

~/
Jaypirca-
pirtobrutinib

Continue the BTK
inhibition with Jaypirca
MCL CLL/SLL | I'ntiwiNn apDa

0TI 719'0 TNNY D"7712i1 7190 "3 W INNT D'7in1 7'9_'“7 gL glULs!
BTK 1oyn1 BCL2 12yni BTK 10yna 719'0 :0V D"I1n

DWW 071V [IWNRIT T'NY 790 BTK 2oyn 1351 110
BaTny/niwi MCL-11 CLL/SLL-1 71p'u7

Overall response rate in MCL patients Overall response rate in CLL patients with
with prior cBTKi (n=152) prior cBTKi and BCL2 (n=128)

L9 19.7"

ORR ORR

(95% CL: 411, 57.6) (95% CL: 711, 86.3)
(n=75) (n=128)

.OTIPN 719'010 2101 IN D'NTLIA 719060 11 100N NI7N N77 DNNWI DI7'WHT e
NIDNI'NNT DIMIYAWA 'NI7 NIYDIN 7W 7INI MIY'W 0OY QTVIN NIN'U3 7'91N0D 1'NN0 i11'DM) e
13731 2.5% 7Y TNIYil TNI'N TINI 'RII7 DIYDIN 1Y 719'0 NIPOD MIY'W QY1 71D'07

CLL = Chronic Lymphocytic Leukemia; SLL = Small Lymphocytic Leukemia; MCL = Mantle Cell Lymphoma; BCL2i=B-cell lymphoma 2 inhibitor; BTKi=Bruton's tyrosine kinase inhibitor;

=l naa R/R = Relapsed/Refractory; CR=Complete Response; PR=Partial Response; PR-L=partial response with lymphocytosis.
- I
MmNl INDICATIONS: * Jaypirca™ as monotherapy is indicated for the treatment of adult patients with relapsed or refractory (R/R) MCL who have been previously treated with a BTK inhibitor.
1" * Jaypirca™ is indicated for the treatment of adult patients with CLL/SLL who have received at least two prior lines of therapy, including a BTK inhibitor and a BCL-2 inhibitor.
yT'n7

'IDI] For Full Information see MOH-approved PI.

References: 1. Pirtobrutinib (Jaypirca); Physician leaflet approved by the Israeli MoH; 2. Woyach et al;; ASH 2023. 3. Mato AR, et al. Lancet. 2021;397: 892-901.

Jaypirca™ is a registered trademark of Eli Lilly and Company, its subsidiaries, or affiliates. ©2024 Eli Lilly Israel. All rights reserved. PP-PT-IL.-0089
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(rimegepant)
orally disintegrating tablets 75 mg
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References: 1. Nurtec latest approved prescribing information 2. Wilbanks et al. Migraine in Adult Primary Care, The Journal for Nurse Practitioners, Volume 18, Issue 4, 2022, Pages 366-369, 3. Baker et al. Human Milk and Plasma Pharmacokinetics of Single-
Dose Rimegepant 75 mg in Healthy Lactating Women. Breastfeed Med. 2022 Mar;17(3):277-282. doi:10.1089/bfm.2021.0250. 4. Croop R et al. Lancet. 2019;394(10200):737-745. 5. Croop L et al. Lancet. doi:10.1016/50140-6736(20)32544-7 [published online
December 15, 2020]. 6. Ailani ] et al. The American Headache Society Consensus Statement: Update on integrating new migraine treatments into clinical practice. Headache. 2021 Jul;61(7):1021-1039. doi: 10.1111/head.14153. 7. Eigenbrodt AK et al. Diagnosis
and management of migraine in ten steps. Nat Rev Neurol. 2021 Aug;17(8):501-514. doi: 10.1038/s41582-021-00509-5.

Nurtec ODT is an orally disintegrating tablet (contains 75 mg rimegepant), indicated for: 1. Acute treatment of migraine with or without aura in adults 2. Preventive treatment of episodic migraine in adults. Contraindications Hypersensitivity to the active substance or to
any of the excipients. Warnings, Precautions and Adverse reactions Hypersensitivity Reactions, including dyspnea and rash, have occurred with NURTEC ODT and can occur days after administration. If a hypersensitivity reaction occurs, discontinue NURTEC ODT and initiate
appropriate therapy. Adverse Events: Acute Treatment of Migraine the most common adverse reaction was nausea (2%). Hypersensitivity occurred in less than 1% of patients. Preventive Treatment of Episodic Migraine the most common adverse reactions were nausea (2.7%)
and abdominal pain/dyspepsia (2.4%). Drug Interactions: Avoid concomitant administration of Nurtec ODT with strong inhibitors of CYP3A4, strong or moderate inducers of CYP3A or potent inhibitors of P-gp or BCRP. Avoid another dose of Nurtec ODT within 48 hours when it
is administered with moderate inhibitors of CYP3A4 Use in specific populations: Hepatic Impairment Avoid use of NURTEC ODT in patients with severe hepatic impairment. Renal Impairment Avoid use of NURTEC ODT in patients with end-stage renal disease (CLcr < 15 mL/min).

For further information please refer to latest approved prescribing information.
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Few rare diseases account for a large percentage of orphan drug designations and initial orphan drug approvals, 1983-2022 .2 O
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Long-term follow-up data continue to show extended OS with BAVENCIO as 1L maintenance treatment in mUC .1 111011

Kaplan-Maler estimates of 05 - all randomized patients with a median follow-up of 238 months™

Probablity of OF (%)

Mo, @i rak

(o T e T 2 18
S s =y o - = ) u

B SAVEMNCID = BSC

Times (monihs )

B BSC alogna

i e L L 3 ] F] 2
E & "

*0S was measured from time of andomization, after 4 to 6 cycles of platinum-based chemotherapy.?

iL=first-line; BSC=best supportive care; Cl=confidence interval; HR=hazard ratio; mOS=median overall
survival; OS=overall survival; mUC=metastatic urothelial carcinoma.

Lesng-term Exploratory Anslysis'
Diata Cut-off: 47 buna 2021

m5*

23.8

months

BAVENCHD « BEC BEC

4% rodaction in 1 fak of dansth
Hift: 0. 76 {9&% CI: 0.63, 0.53]
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Nivolumab plus Gemcitabine—Cisplatin in Advanced Urothelial Carcinoma .2 111011

== Nivolumab plus Gemcitabine-Cisplatin
) Gemcitabine-Cisplatin Alane
' N=304 N=304

Overall Survival

1 therapy, 0.78

P=007

a 0
E . Mivolumab-combination
- 21.7 (18.6-26.4)
[
55
é 4
S 0+ Gemcitabine—cisplatin
. 18.9 (14.7-22.4)
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0 6 iz 1% 24 30 6 42 48 5 &0 66
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Michiel S. van der Heijden et al. NEJM November 9, 2023
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EV + P 302 study OS data. Powels MK3475 ESMO 2023 .4 1111711

Overall Survival

Risk of death was reduced by 53% in patients who received EV+P

80 EV+P 442 133(30.1) 047 31.5(25.4-NR)
Bl Chemotherapy 444 226 (500)  (0.38-0.58) ik 16.1 (13.9-18.3)
g 70+ Median survival follow-up: 17.2 months
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WITH PADCEV™ VS INVESTIGATOR-CHOICE CHEMOTHERAPY

An innovative Nectin-4-targeted treatment, PADCEV extended mOS to 12.9 months in patients who
previously received platinum-containing chemotherapy and a PD-1 or PD-L1 inhibitor vs investigator-
choice chemotherapy (mOS, 12.9 vs 9 months; HR for death=0.70, 95% CI: 0.56-0.89; P=0.001).%2

PADCEV

INDICATION

Padcev™ is indicated for the treatment of adult patients with locally advanced or /é PA D C E V v

metastatic urothelial cancer (mUC) who:

e have previously received a programmed death receptor-1 (PD-1) or programmed enfortumab Vedotin

death-ligand 1 (PD-L1) inhibitor and platinum-containing chemotherapy in the

neoadjuvant/adjuvant, locally advanced or metastatic setting, or

Injection for [V infusion 20 mg & 30 mg vials

 areineligible for cisplatin-containing chemotherapy and have previously received

a PD-1/PD-L1 inhibitor**

PADCEV™ (enfortumab vedotin) Prescribing Information

Cl - confidence interval; HR - hazard ratio; LA - locally advanced; mOS - median overall survival; mUC - metastatic urothelial carcinoma;

PD-1 - programmed death-1; PD-L1 - programmed death-ligand 1

References: 1. PADCEV™ Summary of Product Characteristics 2. Powles T, Rosenberg JE, Sonpavde GP, et al. Enfortumab vedotinin in previously

treated advanced urothelial carcinoma. N Engl J Med. 2021;384(12):1125-1135.

For Padcev full prescribing information please refer to the approved physician leaflet

Padcev 20mg

https://israeldrugs.health.gov.il/#!/medDetails/167%2037%2036604%2000

Padcev 30mg

https://israeldrugs.health.gov.il/#!/medDetails/167%2038%2036605%2000

Padcev™ (Enfortumab Vedotin) 20mg and 30mg mg powder for concentrate for solution for infusion is available on medical

prescription only.

Any suspected adverse event should be reported to the Ministry of Health according to the National Regulation by using an

online form: https://sideeffects.health.gov.il/

Adverse events may also be reported to Astellas Pharma International B.V: Pharmacovigilance.lL@astellas.com
Further information available upon request from: Astellas Pharma International B.V., Israel
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Disease-free survival: stage IIIlIA .1 0'WN

100 + Alectinib Chemotherapy
(N=116) (N=115)
Alectinib i i
= 80 4 Patients with 14 (12%) 45 (39%)
R event
= Death 0 !
2 14 44
E 60 4 Recurrence
S Chemotherapy |Median DFS, Not reached 44.4
o T eeee—e—— months (95% Cl) (27.8, NE)
@ 404
8 ' ' DFS HR 0.24 (0.13, 0.45)
k3 (95% Cl) pt<0.0001
a i i
20 | |
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 116 111 111 107 67 49 35 21 10 3
Chemo 115 102 88 79 48 35 23 17 10 2

Median survival follow up: alectinib, 27.9 months; chemotherapy, 27.8 months

Data cut-off: 26 June 2023; Time from last patient in to data cut off was ~18 months
*Per UICC/AJCC 7™ edition; Stratified log rank; DFS defined as the time from randomisation to the first documented recurrence
of disease or new primary NSCLC as determined by the investigator, or death from any cause, whichever occurs first

M
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CNS disease-free survival in the ITT population .2 O'W1N

98.4%

0,
107 | 95.5% Alectinib Alectinib Chemotherapy
: ! (N=130) (N=127)
& 80+ 185.8% t Chemotherapy Patients with event 5 18
s ! 179.7% Death 1 4
2 ‘ ‘ Brain recurrence 4 14
7 60 ! !
3 ‘ ‘ CNS-DFS HR* 0.22
3 ‘ ‘ (95% Cl) (0.08, 0.58)
] 4
s 40 i i
Q
7] 1 1
© ]
@ ‘ :
3 201 ! ‘
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 130 124 124 118 74 55 39 22 10 3
Chemo 127 113 98 90 57 43 27 18 11 2

Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months
Data cut-off: 26 June 2023
*Stratified analysis with race and stage as stratification factors
CNS-DFS defined as time from randomisation to the first documented recurrence of disease in the CNS or death from any cause
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3. Yi-Long Wu et al., Alectinib in Resected ALK-
Positive Non-Small-Cell Lung Cancer; N Engl J Med
2024;390:1265-1276

4. AATS 2024: Disease characteristics and treatment
outcomes in patients with resected early-stage ALK+
NSCLC from ALINA, a phase Il randomized trial of
adjuvant alectinib vs. chemotherapy

for adjuvant alectinib vs chemotherapy in patients with
resected ALK+ non-small cell lung cancer (NSCLC):
data from ALINA
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Addition of "Lu-PSMA-617 to SoC improved time to first SSE,

with 50% risk reduction for SSE or death (rPFS analysis set)

T -PEMA ST SoC

F 100 "= iy
# 50 1 [ |:=r19-a:|
-y Mediian time to first
3 ® SSE* - months e o
g 70 & time to first SSE - a7
B 80 maonths '
g 50 4 HR (95% CI) 0,50 (0.40-0.62)
-§ 40 7 Fvalue, two-sided <(.001
& ¥
07 — TLL.PSMA-BIT + SaC (‘~N=253bm5]
10 SoC Only (n/N=1375/106
01 2 3 4 5 8 7 8B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Number still at Risk Time from randomization (months)
""'-“'Pg"""z::: 3G 374 364 350 M29 20T G0 264 B0 2T 188 AT 153 M4 M7 M0 T B M [

2Time to first SSE events were defined as the first occurrence of SSE or death. ®256 events = 60 SSEs + 196 death. €137 events = 34 SSEs + 103 death.
SoC, standard of care; Cl, confidence interval; HR, hazard ratio; n/N, number of events/number of patients; SSE, symptomatic skeletal event
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Time to deterioration in BPI-SF pain intensity (n=581)°

1007 %
— 807
£ - Median — months 143 28
E | HR (95% CI) 0.45 (0.33-0.60)
=7 Palue
60
50
£
ap
H
@ 207
] = "Lu-PsMA-E1T + SoC (n = 385)
10 Sl alona (n = 108)
0123456789 1NNMEZRHEIEBITEVDHNEZT
Time since randomization (months)
Humbaer of patients still at risk
N LUPW—:‘-:;; SRS ZRE S TIB10TIG21ME 120113 6T TO 66 51 48 42 M 21 15 8 6 2 2 1 0

bFigure shows time to increase of at least 2 points in BPI-SF pain intensity from baseline.
BPI-SF, Brief Pain Inventory - Short Form; Cl, confidence interval; HR, hazard ratio; SoC, standard of care.

Event-free probability (%)
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00
80
707
601
50
401
301
201
107

@6S0C 721770 "UITIVD

Time to deterioration in FACT-P total score (n=581)*

SoC
anly

TTLu-PSMA-E1T

+ SoC

Madian - months ar 24
HR (35% CI) 0.46 (0.35-0.61)
P value = 0,001

== TLu-PEMABIT + 5ol (n = 385)
5ol alone (n = 196)

012345678 91011121314151617 181920212223
Time since randomization (months)

Number of patients still at risk

TTL-PEMA-E1T
+

Zol IMSIMOTSEISIONIGTIAE126110 B9 76 72 B4 51 46 33 T X W0 7T 4 2 1 0

aFigure shows time to worsening of 10 points or greater in FACT-P total score from baseline.
FACT-P, Functional Assessment of Cancer Therapy - Prostate; HRQoL, Health related quality of life;
HR, hazard ratio; SoC, standard of care.
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1. Prostate Cancer in Israel. Reports by ICDC, MOH. Aug
2023, at: Reports_ICDC_Prostate2023

2. Prostate Cancer Early Detection, Diagnosis, and Staging
The American Cancer Society. Last Revised: November

detection-diagnosis-staging/detection.html
3. NCCN Guidelines March 2024 prostate.pdf (nccn.org)
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PLUVICTO is indicated for the
treatment of adult patients with
prostate-specific membrane
antigen (PSMA)-positive metastatic
castration-resistant prostate
cancer (nCRPC) who have been
treated with androgen receptor (AR)
pathway inhibition and taxane-
based chemotherapy or who are not
medically suitable for texanes.
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Pirtobrutinib Safety Profile in MCL Patients

Treatment-Emergent AEs in Patients with MCL (n= 166)

All Cause AEs, (215%), % | Treatment-Related AEs, %
Adverse Event Any Grade | Grade=23 | AnyGrade | Grade 23
Fatigue 31.9 3.0 21.1 2.4
Diarrhea 22.3 0.0 12.7 0.0
Dyspnea 17.5 1.2 9.0 0.6
Anemia 16.9 7.8 7.2 2.4
Platelet Count Decreased 15.1 7.8 7.8 3.0
AEs of Interest? Any Grade | Grade=23 | AnyGrade | Grade =23
InfectionsP 42.8 19.9 15.7 3.6
Bruising® 16.3 0.0 11.4 0.0
Rashd 14.5 0.6 9.0 0.0
Arthralgia 9.0 1.2 2.4 0.0
Hemorrhage® 10.2 2.4 4.2 0.6
Hypertension 4.2 0.6 1.8 0.0
Atrial Fibrillation/Flutter®s 3.6 1.8 0.6 0.0

Median time on treatment was 5.5 months for the MCL cohort
Discontinuations due to TRAEs occurred in 3% (n=5) of patients with MCL
Dose reductions due to TRAEs occurred in 5% (n=8) of patients with MCL

3AEs of interest are those that were previously associated with covalent BTK
inhibitors. PAggregate of all preferred terms including infection and COVID-19.
CAggregate of contusion, bone contusion, ecchymosis, and increased tendency to
bruise. 4Aggregate of all preferred terms including rash. ®Aggregate of all preferred
terms including hemorrhage or hematoma. fAggregate of atrial fibrillation and atrial
flutter. 80f 6 total atrial fibrillation and atrial flutter TEAEs, 3 occurred in patients
with a prior medical history of atrial fibrillation. In the MCL cohort, treatment-related
AEs leading to discontinuation included weight decrease/alopecia/fatigue (1),
neutropenia (1), platelet count decreased (1), pneumonitis (1), and cholecystitis (1).

Cohen et al.; ASH 2023
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* Jaypirca™ as monotherapy is indicated for
the treatment of adult patients with relapsed
or refractory (R/R) MCL who have been
previously treated with a BTK inhibitor.

* Jaypirca™ is indicated for the treatment of adult
patients with CLL/SLL who have received at

least two prior lines of therapy, including a
BTK inhibitor and a BCL-2 inhibitor.
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Beyfortus® is indicated for the prevention of Respiratory
Syncytial Virus (RSV) lower respiratory tract disease in:

» Neonates and infants born during or entering their first RSV season.

+ Children up to 24 months of age who remain vulnerable to severe RSV

disease through their second RSV season.

1. CDC- Morbidity and Mortality Weekly Report (MMWR) March 7,
2024 / 73(9);209-214

2"Nwn T 72V AWIRY 19D DTIVAN K97 [I7va |"V7 W' qon yT'nY



INUN 1'UN7110I'™ 117N

mTTnmnn< 707 MTAUIN

907 (IMCIVREE/ Setmelanotide) "11'0ON'N
771 UT12 NNNON1 ninwml

]
fIDT 1077 1IN ,0M1V1 7101 077 i 7imzimxy arna zmn AN T1IT 01710 OU 11N

5w N IR3IND 1 DAL 9190 vIan

71290 - 1PYEYI P1%0Ra 2MYH DA

YOI YA SW 2813 1 RNM ©I9MWT
0P MD 2 02317713 DY YU wm mnn bR
nabn Soyom pusbY NPT LY YD
RI7 15w P171°577 >1¥1M XY ,POMC X
4 TP TOPIPI DX WP WK MPEL
215007 2w 0°2°2am MK 22 7y30 1N
7% W T7PYRI IR TINR ONCan S
T MMRT YR AR DY BY P
%05 IR0 PUeRR NPYR MR RN
,091°2°377 5w 3PN 1YD 7Ty PuIpae
YA MmN PYIPILR bw TR mne v -

JAI0T AMR RS 03 YW

?BBS™70"'U 019U O'N™7 ONAT
519705 MBI T00n 02 MRpw manb”
mwsoni 11 2 ny? n°RIaun In° nInwn2
11 %y193 ,BBS 21 my»oni mornd
OO0 MW 79K D7D MR XY
PI0°722 BBS™2 219°0% 0°Nani 0Mp 0K
IR T3RWT MAnoN AW v Poravin
NN X? 2179 0¥ MOXRI2 MN1 NRY
PIAW OORTIP 0P ayIR awnna 7T
MYy °3 1273771 BBS "M mman m2y nx
J IR 73PN MIM0N TN WA 7mI

N1 "11'0NN 1917100 ON
?BBS "7

5w ARIR TwyRD RO *T2°01R°K 19NR”
07 9P DR WP RIS LPUIPIEER
513 79N WK L2y YN aY

SR AT IMPYS DD A0y b
AT APELIER ARZIND TN MUROM
RIPIT OPOOMIPI Y ADD MR NEYInT
2077 2717 OPLEMIP KT O WY
MR 922 1Y°3D .S1-S20 D7190YAMT DUk
BBS™? o13b 1> o :

SMYeT MInYIT 1207 TIRD” AR M0
1755780 TVIM KT 72 100N NN
RO ,T°NPIITIPITIN ,B7TD° XD I -
DN MK 07303 DD By
TIRM 77170 o MneYn Sw1 BBS YR v ¢
D*10°2% NOUI WP TP ADID NN ARSI
YA 0°9210 0°ooM TN b 01D
AT, TR, MY NIRRT APREN M nan
QP Rnwnt 0 NTan DR N2 WY

© D391 NP3 1330 NPT ,DMwR pon

?BBS NINONT OTIATN : poyppomn w3 22 115 0ama 30

5w 7o AR1DRT DR 7PDIPAY 0°1°37 133°K”
DI MY IRPOY NUAYI2 1Y AN Ry

"N 73RWR 13197 NIN0NTN IRYIND

273717 SVIX 29371 WY VAR IR 7PN

G(3 Renal
Il diseaza
D rolydacryy

Bardet —Biedel - BBS nimon

o 17773 7P X7 - syndrome
1%y BMI™? ¥°a1% 079197 namona oopiom

/3P 60-50 P
D BvaImd BIow nenwn 13 XY 99031 Il

?NNNONA 07900 T ppn mnnonnm mmaa 7y°3s iy

oy nPoIvoIR 27p3 N Aown
M7 M27yRa Ny2D 7200 .0°ap KWl

NP5 AYUADY SINNANT 2197y Y0P
19 MpPBD R T Y

X7 NIMONT v DS 0°I7HRAT NN
NIMONa DPIBN YR D33 TR 17ADTD
oy QYITIRNM YW Nwnn 5yhn 05
VIDM 72311 NARN PRI IR Mpoy N
n%70X3,50IR N2°333 RV 7277 .7 MR
T2 IR WRD Oy MMZaDnna a0
JIR By nenved nvwm o

vy $°3 2°201 2 NIW 9°3 2720 7YEM 2110

BBS Key Features .1 1111711

BBS Key Features

Visual
Impalrments

Early-onsal, severs
obeszity Hyperphagla

@, Cognitive
2 Impalrment
ﬂ Genital ancmalies

—

2025 JIX™M10 'Y Yo medic | 118



S1BY R I0MR Dw Mintvan 9 on”

MY NN IPTTTA 10°3 200K oY D9
TmP2 MDA MSp T RNRR MYsIn M
DOYDILRI 56%"2 N TPILIDIDN I
RS .0°9DW0MM 50% - PN IAR2 DTN :
/@903 MR MM KNS Mymn v

190 '7°NMN7 IWN ONm
20Tinn :

M3 91970 nbnna® Ml mavwn v
BBS nx7 59221 meaxamg mbman amaw
NXIPY 31 DY 17300 MaRya AT v
SPwRa MR T ,0NY wrhwn ey
MNP ,TINYT 721202 MWD DA 191
0°912°0 B nYHXRIDID TNNO %N MoK
Swn® 171033 DN 0P B RIPe TR
/w9233 21970 NoNn By ovomn

Spwna 77077 ,1AI3 ‘DD MR 012707

*D19°0 TY° KT 2y NYNN nnnsR T Y
D19°07 NwAln JBBS namona noyna Pwra
D°9N% MB1INT PO MyRHKI oMK Oy
W DBNNYNTN 46.7% (7.6%) 3P 9.4 AN
°BNNwNa AP FIwYR N DY Spwna 1
2w Spwna T Wi 32.3% ,12 203 yn
. by nyDwan w v 03 .52 YW 10% Yy
| 719X 52 YW Py 7 9°0n 2y nwnn -
S 3P2 012 MMM 2y 11082 30.5% DY MW -
J1200033p 1y K99 12 B3 byn ooannwn
© InnDT By 03 M 57.1% 79X DDNNwR T -
49w T YT PR oYM 25% S0
©M0IDNTY DUWIN AN Y1 DORINAN”

© bW Ypwna nNsoN 7T DRI prRnn
S 130 ML IR 2pyn OY .0°BNNwNI 15% -
© MW 19N MVOPRY DI TIYIY TRD
719 03 0°*2P0M TP OOR3INI

MEWY ,Spwna 177% 9221 197 WwaRn

0°212°02 7INNDTY BAW 1907 DT MK
@ /0P Tp

T2IRD 11077 N7 Mona fanan -

WY *53 KRBT NoyY manh wr qou yrnb
mxenan TR T-by

J1NA0

1. Forsythe E, Kenny J, Bacchelli C, Beales PL. Managing
Bardet-Bied| syndrome - now and in the future. Front
Pediatr 2018;6:23

2. www.nice.org.uk/guidance/hst31

3. Hagq AM, et al. Lancet Diabetes & Endocrinology.
2022;10(12):859-866.

119 | 2025 MX™a1 TN'Y 70 medic

®Lancet Diabetes & Endocrinology™1 DUIW 7NN MINYIN .2 11117011

Absolute change in BMI Z score in pivotal patients
aged <18 years with BBS®*
(population size range 8-16; n=14 at 52 weeks on active treatment)

B

=02 » -,

Mean change in BMI Z score
fram acthee trastment baseline
i
(=
=3
|
1
[ -]
Ll
|
[ =]
]
1
(=4
4
[ =]
4

I
5

o i B 12 16 20

4 MW 32

‘Weeks on setmelanolide

107D PRIMMY 3 TN PN 9y boanT BBS
Lancet Diabetes & Ny 2n22 2022 nav2
2°%1n 32 wnnwn pnna PEndocrinology
5w on*2 MXIPR P19R 172y WX ,BBS oy
JIYIY 14 002 138590 1R 12°02°K DapY 161
Sy BMI oy 0°3w ww Pyn 177 029 90
52 Y125 Ty DRANT PN Y120 0/ 30
D°BNNWPR 93 TWRD ,open-label N3onM3
PR PIAIY TP R 2I00R X DD

SRR RDYmM 12 989732 DBANYET YU T
© 529082 P32 9YMY 10% P Dpwna 1

2pow myaw
QPONNYRA *2 WA Opnnn MR’
52 Y12w3 Ppwna NN 777 18 903 Byn



INUN "2'UN10I'N 11N

T < 707 MTTNRUIN

MmN1"711 'N9"0U'7 AWTN 1170 - Vorasidenib
IDH™11"¥D1IN OU

"1 "NIPAT DN ,JDIDY NI N TI7R-1y arnen nymn , D01 PRT7W 017190

"N3PR 21970 Yw RNPT Myonk o

O IR MK Yy MPU™p MyRwn BInmom
2 IRD MRIT Don L Yampem oon bY -
mns oy 097y’ oUwIn 07T TR v
J5R MbnnD oxmd mysn -

© AT MMIEITOONT MIAPOMITITINYN

Vorasidenib : s9p3pysyan ooora 17 IDH 2 oMy 2

1DIX2 7973 19K 0791773 .40-30 K92 DTV
o IPPN MR MIpTP 0TI, C0K 3 OX) R
nomn .0°°2°07IR 0Y9TAR 07991 MEaSY
119 129,730 15-872 R°77 119K Q91773 071
progression 72MA MRIPNT KPP MW
DRV 727 MyRwn (free survival) PFS
0’101 MNNBNNa BRI YY 0Nt MR
Sv5mT Tpen N9 2T

© IDH=2 gum, 5% 19182 H9Tean mananm 5y

mni1“7a21 ‘nawn :

©omnarhaa Moo a0 9y 1T v o0hon
0910701 TPDIMRYD 13 M BYhh
©PW AT TI0N AMyRwn Ml 0PNl
9377 PRYD LMD TIWWER 7377 R AT
WY1 737P2 27222 70912 NAPYI ,IWEN
5oy> 1P D100 LNATN APR UMY
5159 X7 13735 X, 210w IR
me21o0 nrmynwn ’NS mysink orab
1130 DINMD LORWR N2 BN
VIR NXINI ,1DOMI?Y PPTIpD ,5Tny
C oMb oTY AR D99 IR TOR DT
791991 077 177502 11777 1A RND MyDinG
D3 D oYY N

o DR 2% AN’ NR NNDwR N PEPPD0p
IDH"2 1°30 O 2 7377 I 3IIYoN)
591 217 PEAN 2 T IR TR
Ipnn B 1253 0370p Mt marp oy
PRI 137P2 P10 DN 10mnn
S BTTAn 3BRM oM MRIpan R oxnna
0’1 NoMN Oy DUy DWW 92T MR

DOLIVIAT O°RTIRT PW 20y R Vorasidenib

OmnTaTn @wonn 777 7R IDH27 IDH1

191737 3 25w *10°32 1IPTa3 NXT 91N
331 073w pnna ,”INDIGO Dwa K712
2 73772 N oy mhymt 12 a1 ovhown
M1 IMK? Y17 W MM [DH2 3w oy
Q1071 M3 7251 [0 21900 192%p KDY -
W T PN AN O3 PRI 0URIT

Sprem Tmynwn pon

TR NINCa 1o Oy 09I 19993 pnna
PN 237 (@77 332 270 1) M MRI2

XY (Karnofsky Performance Status 80) 23

TPRIPR IPIT DODWNT LOTRITVOI WY

D1°20YD 3”7 40) vorasidenib Oy 21070 Dap®
QBANYRT B 17En 73 12350 R (19ava
80%1 M ,(MIW 71 7Y 16,7M0) 7 402711 -
TP NBYa TMIY Tenn oy 1 DYvDwnn
oy 1 52% ,2T°NT 20 NITNAn A0 2« hY
R IZITVOR DY 48%™1 MAPIITTINPNR

JDH™2 3vm oy 2 7317

D°5DI0MT DT 14,2 2w 23180 2y MRS

progression free W7 vorasidenib 1 N¥13p3
XM A PMYRER M TX survival
111 Y% ,0own 27.7 - 123557 NEpY
HR] 0.39, 95% CI) 123957 n¥12p2 o'wn -
22p% X5w "12°07 (1 ‘o DWIN) (0.27-0.56
NP2 I M3 77 A0 CNDPIR Py
Y 85.6%) D°WTIN 18 IMRY vorasidenib

(27.0% NAIYY 83.4%) DTN 24 XD (47.4%

(1o

©onanRm XS penn nevp IDH2 P eumb nona
/(1p19q co-deletion) 197 1 WM™ 1°3 :
YR JIRIDITTTINTDIRD T3 P1An

93 P1AT 0P AR T VORI Y
PIDH™2 P30 OY AR 1IN

IDH"2 7°307 0¥ 2 73772 mnarba 2ab

QoM ,MRTA BB ,Mn V1T
T ML S MmynRwn SRIDT AR
VAR W AN PRN2 DMPRY 01N

DIw2.PA2T2 M0 D730 TaRa My A 1m
© DNIama mynRwn MRTpnn avn MmNk
© MNN2Nn ©°022 D*YR 00T DM

MY NPYANT INR TWRD ,MErhan
DIDH 133 P30T WY A0 M2
o “?(IDH) Isocitrate Dehydrogenase
-5 132 ILM SR DP9120NI ANON NN
AT 933 vynd nv'p IDH2 R IDH1
3% 1M IDH™2 730 22 3397 Mnn
NM3VET P2 120RAY ,2-hydroxyglutarate
TIOM PINYY TOPD Y oMy By Iyewn 1
YRYRY Y10 7 DR DY TP INONT NN

J1MR32 9 12T TAANeY AR

DR D°30102 B NP IDH2 Nr3um
STNIEPPAIND IR DTN TP 1130
SR DR AmatEap L, InpnoTan
XL RO MATRA2 A2 AOwE v
PIDH-R132H72

mn1"71 7w mYra'o7
mmroa bw 1v2p p°0opa NIy 2021 Nawa
170 MR ARy MR NIRRT By
Roie i aeiblorh BaRiviel ekl zahisrbrin]
50 MPAINDWO°T MIDN2 WY IpRIY
551192 03 NAYRNNT TN NayRR 51T
93239707 DORNT PY LINORT DI

219°0% 121300 DY 21700 DY e ahan
T°pon IDH"2 X% NRY 7°8p D09pa
PRI MR 0rn awynD v, 1N
2RI OY MRTDA Py MEap e
XV Oy MDA IDH2 77301 X991 IDH
TWRD .4 73T I 2 73T e Mo IDH

2025 X" 'Y Yo medic | 120



vorasidenib™2 919°011 PR1? MyDIN NI°NaR

SRIP MYDIN SY TR MY Oy ,3u° D203
KNP AYDIN (MDA 2NW3 2%) NN
I NDING TP 3 FATT2 M2 IR
{(9.6%) T2 TIXTDOIMNIMR PAPK M AR
4% V7 ORN? MYDIN 2pY 919°0 NpoB T -

OmgnEpT nwa

-3 91w AT PR MR NPy

FDA™ 7 5% 2024 UOWINI 2K Vorasidenib -
JI9R D7917°3% MR MY 0391 BYapha

O0'J011 IDH "13UN :

FDA™1 7 '?57 IPIN 0°9973 IDH *29y7 o -
oy o 2y 2PN 0OINR L0 “10%
Ivosidenib (Tibsovo), 9219 ,JDH"2 17°301 :
5w ©°20ym) Safusedinib™) Olutasidenib
5% 20y Enasidenib™ (IDH172 i°80m
0°31N1 MY DOwT LIO(IDH22 130M
DTpPEN NX 17279 70 07%p oonn
JDH™2 730 oy mnrhaa

-2 7PXVM DY Mowdn Mproa asweb

°°I0707 Y9ITAT 20 DX MR IDH
DNNR 031213 1IR3 M2 YR DY IRT
oy "19°1% 0733 DIK 719K DO1TR .50 b
737p ,IN°3 099150, 0 Ty 2R DY
PR N33y77 791N, Vorasidenib 7571
wIN PR A ,IDH1,2 bIunan 0N
VTP R 299723 N T PID0 IR DOINY
JADH2 P30T 2 7377 mara oy oYM o
3107 DP91A2 TR TR TN P10

A(PFS) N'NTN 0 70 7'7NAN MATINN N77 MTIWN7 M3°00 NN ANIAD TND-1797 1.8 .1 00
J12N70 NINI77 TNTN IN7INW 071N NAIWY7 vorasidenib™i NY127'7 I'N7N 1¥710W 0710 1171
"1 NY1371 071N 17172 010 "A17173IN 7190 7377 N71 0702 017 M71'200 7w 1N0-1797 111 .3

| Hazard ratio for disease sion
Gl or death, 039 [35% C1, 0.27-0.56)
P=0.001

Probakility of Progression-free Surdval
[ -]

11¥791 N¥1370 0710 NNWY7 vorasidenib

Progression-free survival m

Vaessidenib, maedisn 27,7 ma

T T

=TT T T T
612 % 4 5% 6 78

Mo, at Risk
Worasidendb 188 165 166 157 154 194 133131 139 93 91 81

B B3 52 45 45 2%
Facebo 160 DT 161 16 145 145 11T 106104 73 PO 65 38 M 29 11 19 9 §

. A, N, . AL N L, N N . N, N A, N . N . S, N .|
9 1011 B2 15 14 05 16 07 1B 19 30 21 32 23 M O 26 XY X M W

Manths

XML T F 404 40
B 4 &4 22 210

ol« 06 (953 C1, 0.15-0.43)

Receipt of next intervention E

L=
“.ﬁm‘ Weenidenib, median net resched
a3 - . .

3

Eg 74 N\

i 06

.i'i; DO I v ol BANAS.
s 0.4

ii 0.3

2 02 piarand ritio for recelpt of nest trestment or death,

Pafli0l '
mwm J"HD'I"?J:! '712-_')’U: 977 NX5 ananan T - @1 23 4 8% 67 85 MWNLENHDMSBEITBEDN2N MBS ETENNN
@ .79X 0°OTT°A5 0P V9197 UITAVDT X N a—
. .t
Woragidendy 163 168 167 167 165161 160155 14603011TI05 95 86 75 65 57 48 33 27 25 18 1501311 7 4 4 F 1 0
. Placebo TEA 163 62161 159156055 150040109 97 S8 77 60 54 45 35 30 21 4 11 T & 5 2 2 1 @
,0°10N2 MamMyn XSS 11077 NN mona mRne
*RIDT PR ORI AN R
Balnhly;

1. Parsons DW, Jones S, Zhang X, et al. An integrated
genomic analysis of human glioblastoma multiforme.
Science 2008;321:1807-1812.

2. Hartmann C, Meyer J, Balss J, et al. Type and frequency

oligodendroglial differentiation and age: a study of 1,010
diffuse gliomas. Acta Neuropathol 2009;118:469-474.

3. LuC, Ward PS, Kapoor GS, et al. IDH mutation impairs
histone demethylation and results in a block to cell
differentiation. Nature 2012;483:474-478.

4. Louis DN, Perry A, Wesseling P et al. The 2021 WHO
Classification of Tumors of the Central Nervous System:
a summary. Neuro Oncol. 2021 Aug 2;23(8):1231-1251.

doi: 10.1093/neuonc/noab106. PMID: 34185076; PMCID:  :

PMC8328013.

121 | 2025 MX™Ma NN'w 70 medic

© 5. Mandonnet E, Delattre JY, Tanguy ML, et al. Continuous

growth of mean tumor diameter in a subset of grade Il
gliomas. Ann Neurol 2003;53:524-528.

6. Klein M, Heimans JJ, Aaronson NK, et al. Effect of
of IDH1 and IDH2 mutations are related to astrocytic and -

radiotherapy and other treatment-related factors on mid-
term to long-term cognitive sequelae in low-grade gliomas:
a comparative study. Lancet 2002;360:1361-1368.

7. Mohile NA, Messersmith H, Gatson NT, et al. Therapy for
diffuse astrocytic and oligodendroglial tumors in adults:
ASCO-SNO guideline. J Clin Oncol 2022;40:403-426.

8. Konteatis Z, Artin E, Nicolay B, et al. Vorasidenib (AG-

881): a first-in-class, brain-penetrant dual inhibitor of
mutant IDH1 and 2 for treatment of glioma. ACS Med
Chem Lett 2020;11:101-107.

© 9. Mellinghoff IK, van den Bent MJ, Blumenthal DT et al.

Vorasidenib in IDH1- or IDH2-Mutant Low-Grade Glioma.
N Engl J Med. 2023 Aug 17;389(7):589-601. doi: 10.1056/
NEJM0a2304194. Epub 2023 Jun 4. PMID: 37272516.

10. Stein EM, DiNardo CD, Pollyea DA, et al. Enasidenib
in mutant IDH2 relapsed or refractory acute myeloid
leukemia. Blood 2017;130:722-731

11. DiNardo CD, Stein EM, de Botton S, et al. Durable
remissions with ivosidenib in IDH1-mutated relapsed or
refractory AML. N Engl J Med 2018;378:2386-2398.

12. DiNardo CD, Schuh AC, Stein EM, et al. Enasidenib plus
azacitidine versus azacitidine alone in patients with newly
diagnosed, mutant-IDH2 acute myeloid leukaemia (AG221-
AML-005): a single-arm, phase 1b and randomised, phase
2 trial. Lancet Oncol 2021;22:1597-1608.



INUN "2'UN10I'N 11N

< 707 MTAVIN

0'17W1 (Leqembi) Lecanemab™1 719U
IN™NIN 7NN W O'NTiN

"
27IX 7717217' WIAT 1IN0 NYIYYX 170107 0'Tznn o'awy onn nzmn, YW 000 17T

DPEMA DY NPLIA APYI2 W o°pTAIT
07 DPHMBY 1T Yw32 APOE 132

2072 MW PVINT 112°00 82 RIT APOE E4
S sSR nbnn mnnanT®
P2 PR 10w 8P 1,795 TR

IPEM 3P2 312 10 20 1323 2XIRP22 1900
R3IT .02 07y M I TPy 128503
0?2102 1w 77 (primary outcome) *P°Y1
Clinical Dementia) N°3°5p 72317 M7°7

{Rating scale-Sum of Boxes - CDR-SB

71°R7 By 0oanm *3°%p XINT 7177 B9

12,0752 DPPnn P 0Yp1on B naam X
DINN YW MATTR MR Iapn M
MY ,NPY NN VDY ,MNSANN, T
SM3Y 919°01 0°2°2anm n°22 Tpen v nnan
53pnn CDR-SB P31 7932 3 onn oo
QORI 113N IR 92 B B0 00 T By -

ITINNIN - ANNINGTT
Clarity AD 177N :
TWPI IR VDITPPNIM 1T 137 ANPIRPY ¢
S OPTPTRPTRY 0°2°01,0°9712°0 1D, DR
© |pAm NMA0M2 P23 IXPRIPS .0°0°0n *nba
NPRO 9199 ,7Pw W MRS TP Clarity AD
0°1977 23573 2019 777 2 2°95Wn 07
JTTORY BTTR ,27NR CAma

©OTPUY DUTYOIR TRY (2018) MIPpTIAY
9P TRIAT IR TP LA 1T Oy oAl
 19921w 0°pT230 BRI LR nbin v by
AT TRIDMY MR MDOR NPT AN pna
TR Y132 1M TRRY 1 Y TR
50% ,19 19 .(Mna TRIPRY CypwRR Ao
Mini FIP"723 NP3 22 Dyn 108 77 OOpTaI
17 XY (MMSE) mental state examination -
PR PR3 YRR pan AT o

1,795 10" 11720121 QWM 18 w3 pnan

CDR SB :Results for primary endpoint .10W1

04 LS mean
difference at
18 months: -0.431
E 044 27% slowing
= E by lecanemab
§E at 18 months
gz 08
ciw
E g ek
It 12
3%
- = Placebo
= Lacanemab
1.6
* p <0.05; ** p <0001; *** p <0.004; **** p <0.0001
0 3 [ 9 12 15 18
Visit (months)
{N) Placebo: 875 849 B28 813 T T&T 757
[N] Lecanemab: 859 az4 a8 Tra TGS T8 T4

TPIMPIR T2 X0 MR nhnn
MY M2 BRYOwE NI
DWW o3 P yRYn TNy nema

© DWIR TYDN 991 TR ,65 973 DYN KD, 272

JI9MM DR no°
PRIPMY-B 11251 S 0mn NN DYpYn
15 B 1o AN 19070 %0 o
MRS 7191 T DY TN DI LI

1 75mm v non opnma

MPREOR NP 0vOw 1 HATINRR Y
TD°YH X217 ,M190 7392 07UV
5y WBwn X X ,MPI0INPT N91902 Bp
Q°2°9700 DY IR 790 Sw mntpann asp
27 7901 ,2022 NI TY L1M2 DPIPN01
TRIDTAYE 11250 9310 MANMRT MBI v
NIRRT A%p By YOwn MR mRRn R
babitan il

. w3 BN AWK 2022 TN WM

5371592129 17313 ,aducanumab — IXMIIPTIN
DTAIR2 ,TRIPOAYT 11250 7330 111onn
¢ 2"7IR2 MBTINM TIAA PR 2w YR MK
COANWRIT ADINA 0T 2mIpIR J(FDA)
TRV YPYR DY "13°D 17 IARNY
©0°3°M0NT MATPNT 23PA TORT T M
D 277K NP3 ARPUIPIIND 19707 011 p
©,27TIRD PINn DOLYIM 0ORIDT O°1ON
©ypa by L0 MpbIT 0vwp Swa obin
©,aPw DWW pnn2 MR X MIRYIN
C P w1 XS X a3 R b v

L2"IRY

D - aRmIRPY A9 2023 091 w3

© X9 MK (LEQEMBI ,”21p%) lecanemab
Dopmpm 0vabwa ovvma 1S FDAT Bw
"HY93 ,ART MI2pY2 LRIRBRA nonn v
©OMIRTIAN SRR 07 DY 03 Al AN 2024

Kol ai7Ab]

2025 XM TN 70 medic | 122



=
]

§ = — 3 1
E 04
| %
| 52 -10]
B
| =2
B & 20
| 5 E
| 52 .30
- =E
§i s 0]
| fd Baseline 75.0, 77.9
=5 = Placebo
| e 50| — Lecanemab Aekdck
y = *s+e b <0.0001
4 3
2 .80 : : :
1] 3 L 12 18
Visit (manths)
(N} Flacebo: 344 Nz 286 259 205
[N} Lecanemab; 354 296 FIE 276 210

IY TY) 219°0 NP°MA °30% MRI y27 X7
mTRw 0TI R (919707 nbenn vapb
519 Y maw cxm own

1wnn nn

Open Label Extension

TPMM MIREIN ,AAIC DI 3EWT IIARY
0°P7237 NN 12PY 12w ARPIRPD DY Tond
,TORTT P N3N 073w wibY Tona
12°WnT ARPIRPDI 19 19w oD
123957 N¥1IPI PR DYDWRA Y31 D3
219207 MY DIWRI DTN 18 Twnb
ANR MY 19PN mMEEpT CNY LaRPIRPDY
Alzheimer’s Disease IMP? 01 777105
,Neuroimaging Initiative (ADNI) cohort :
T@RD NP0 TP NXIP ANARY
0°1°%p 0°RI 1 ADNITIR B°900n5

Spmn *pTaY oY DRI

51970 MY WIPY MRSY MR MKEIN

CDR-SB2 M71p1 0,95 5w 97277 1777 ,a801x532
1°2% IRPDIRPD2 P17V Y nnnY DvDnT 172
APy MIv Y19w X2 ADNITT 2w v impn
delayed start™2 Rw D°PT235% DA 12 MO
LTI 18 *IMX IXVIXPY 1A 79K TR3)
Y% MATITR Mne nnvh (123991 00w
I3 0P M 23p *91 ADNIT NRIp
2ARPINPD2 79D WK T¥I2PN DY TD R
ADNI1 ng13p 5w i S0xy pman nonnn
NPHDOLYO PIAM YD MWW, TR (3 D)

123 | 2025 MX™A0 TN'Y 70 medic

519707 NX13PA 21% 797 ARIAT NY°w

ARIATI YIX 217 128907 N¥13p3 9% Mwy™
N312p2 0PN 2.8%2 .07UMWORDR T
© 9N Y TORT AT DINT DWLON
©OUDITIIANT WRY ,APOE E4 v w1 37p2
(ARIA-E X9%) ARIA-H7 T3 51257 :
RS 190 N¥1AP3 0.7% 17 SLRWORON
AN12 YIDIT DWDROT 13X0EN NX12p2 0.2% -
1 ARIA-E %0 DY1TKA 217 .AMmne 7
©ooR,ID0un YYD IR ovwTnn nebwa
53 7K WX ARIA-E X599 ARIA-H Y1PX
(8.9%) 21D°VI NP2 AN TN QYR AT

{7.8%) NMPAN NP
©ON%IAPa 7% DMy 9IDo0n NEapa 26% DU
2UVITIIND WRD ,APOE E4 v D'RY3
MY (32.6%) NN MIANT MYWI DR N
MIBNOT (5.4%) DORLI K1 (10.9%) DDINOT
ARIA-H Nyo1 MMow *23% 03 1K 117
©oyonh oMb oYy (aRPIRP® H910) (AP)
nEoRIT M MRI MysnRa apynd mavwn

DoMIWBR0N SLMWBNR’0 ARIA-E 17 D1B°01
1R My"5i ,wRI °2XD 17 N2 D°81917

27p32 9N 71933 7% ARIA-E 50 My°wn

w> ARIA™T 090 » IR 2py? nan 5y

o 712w manenn v CDR-SB™.1872 0 172 ¥
Change from baseline in amyloid burden on PET as measured in centiloids .2 O°'WT

072N DORIAN W K23

LMW PR PG DRV 03T DORSINN

© DM MPTA2 M2 PRIV YPYR OMYa
DIPTIAT MR N1°305p MBRPOT TRIRY
D EANTY) MYTREM APRT, M2 WINp MDY
: ADAS-Cogl14, ADCOMS, ADCS-MCI-
© PMI207NPT2 0010 1T 03 pmna (ADL
SR R Pabn Sw ovIn B9 1awn

SR

©opnnan mE1ap - MLy - pman MIREIN
©TOMAN NN T 208 NInan M v
SOV DDIIIDT DORYIT 1007
. NX1apa MW 7 APOE E4 5w oroam oo
SO I IRV RN 23907 NX1pY PN
. n¥12p2 MTPI 1.21 By Tyt ,CDR-SB2
122507 NX1Apa MTIPI 1.66 YR 19701
©oabnm Sy Ty a0 a3 %) (1 .2°wnn)
. PLOLYO PRAM R T Y (M Iwp
Amyloid related imaging) ARIA PR Ry
P PRI MRS 130 (abnormalities
©TAD DUITNIR RN TWwnn MRI mMysnRa
©om AR Bw IR PID OOXORM TTRIPNY
DAY B 00D M NR DA Doyw
© e mep TINR 07 R oYM S Yoo
P33 P32 - PARIA-E :ARIA 20 0°30 30
oo IR - ?ARIA-H ;9P 090N KR
SMOY 01T
* ADCOMS, ADCS-MCI-ADL,) 17713

27%"3 20 OXT AP (p-value=0.00005)
51900 NR12p2 RN MnIpnn 283
1532 TRIP Y OMY PI2 MWK IPHn Nn2
LOPDNNYN 698 9901 (P7Y CIwH X3 Mn
XTI 0w 18 ANKRR ©°027 NI MW
,219°017 N¥I1IP3 centiloids 55.48 YW 7
NP3 centiloids 3.64 Dw 1%y nmy®
27°1 VPR 177,19 MWD (2 T°WIN) 128900
DI 07°3°5P DUKE1N2 B3 FPDO°LY0 PR

(ADAS-Cog
0°02 By DOXXIN PY MDIxaw 17085 v

D05 SIIyRYR NN 191X 12°37 APOE E4°
o°5o10n Ny ,CDR-SB2 MW N3°man
D70 R DORW3 DIRY
™I T MnRNT MYCY - nInvba
N¥I2p2 0.7%) PIRn 99 MYapn 1°2
nysIn (128557 NX13p3 0.8% NMYR Mpown
MPYS 720N 30T N2 %1930 RNPR
YW DXV (infusion related reaction)

W MBP 12173 1P OXMPT MYDIN 289070
SPYR MRS PUY2 WM (96%) NI*313°2

(75%) ORI
PRI Y- TR 0730077 0P NOPIM 03T

M°D% DR 0NN DY bw



INUN "2'UN10I'N 11N

< 707 MTAVIN

Results of Open Label Extension (OLE) study .3 O'WMN

0.4
0.8
[ B
164

2]

284-.

324
38 = Delayed start

Baseline (25E) in COR-58

Adjusted Mesn Change from

4.4

4.8 1 i -
L1 3 ] a

M (Delayed start): BVS 848

_E“Eiu“ N

Pl Wt oy

1l5 18 24 3!]' .
Visit {Month)

r
E ]
B28 B13 778 TET TS7 662 602 548

N{Earlystart): 350 B24 798 779 T6E TIB T4 669 B13 569

N (ADNI): 436 410 401

19D 791N FDA™ 7 2y IR manR®

77393 X°7 B3 ,donanemab - IXMIXIT OW3
MRZIN AR TRIZHY T3 PHNopum
M W AN 1990 Mo Lavarn
, MY 1E5R nnn oy 0v9In2 Bovk nvova

© 0912 M3 AW I AT

1. Van Dyck H. et al. Lecanemab in Early Alzheimer’s
Disease. New England Journal of Medicine. 2023;
388:9-21

2. Cummings J. et al. Lecanemab: Appropriate Use
Recommendations. The Journal of Prevention of
Alzheimer’s Disease 2023;10(3):362-377

3. Sims JR et al. Donanemab in Early Symptomatic
Alzheimer Disease: The TRAILBLAZER-ALZ 2
Randomized Clinical Trial. The Journal of the American
Medical Association. 2023 Aug 8;330(6):512-527

4. Alzheimer's Association International Conference (AAIC)
2024 July 28 - August 1, 2024 / Philadelphia, PA, USA

121 i 173 173

ST Y NDRIY MD°0n Sw mntwan Peme
1R N7 DT 0PN MY TP 9o o3
J1IPT TIDPN2 7RI TYD0N D3R Y
: Disease Modifying - 219°071 %@ 112ma 72m2

O13'o0 :

NR PT2w ,N1R0 2193 wUbw KD PR
© oeboIn 39p3 aRPIRPY2 D190 Yw nyswn

By L3} Y Y :
-y TEoR NP Sw oonpm 0vabwa

18 TMRY 27%"2 79MAT MRTIPNT A8P2 TORT

Tap - TTTNIN3%0 %P 09N iy oo TN

©wews Bw ahman MnTpnn bw 2190y mnen

SPrRn SwTIN 18 T2 owTin

©HARIA M990 MPpoyn sknon mysin
DOnpRa MNXNT DUOpYRY DRI DTN
nao 0vhyY P MNRIY L,DRINT IR
Cophaw wiRwR Ty wnn Ipnma 0ruRwen D
SR D100 B AR Iyswn TRt 0T
: IR v nennns

«  ADMNI observational cohort
represents exact
population of those in
Clarity AD study

+ Matched ADNI participants
show similar degree of
decline to placebo group
out to 18 months

2N IRPVIRPS2 DWW 0V N3P 172
219°0 2MAw PR MWD (early start) PN
T3TR LPHR By TYRY 7 ,0°WTIN 18 NRY

Effect
,210°0 MY wYbw NRS ,mmva nIman
by Hwa R MysINT Mnaa ArYY 173%1
Doy TWR3 JI91IN7 exposure T N3 AT

© 10077 (adjustment exposure) 19°wN? TARMT
S WY R YT ORND MYDINT AN MY oK
C PR DI LI MO PR apnna T
© WX Mwn nrmynen nerbp Xnb mysn

D% W 3670 18 172 MyEIM

INTW I 11"0"]
927313 W2 DRI 2 DN aRPIRPS 1nn
9727 0V °N23 NANP3 NYD XU 2023
0"y 0795701 6073 119°M2 072 IR N2

2025 JIX™M11 'Y Yo medic | 124



171" NN NUIn1 307 o'wIna o 719

QUTINR Q1% ,1IN2RY 1P 75N 2 ¢
m5a3n® 1 Pt 1IN2R NN Sw oomas
WX N/59%0n0 NY R T n1IatEn Axwa
nX M523 79% M2%om Ty Mank XP 0w
9% NP12°7 121 79MAN X M22%07 MRwon

X1 DWIM 0°3°78R ROW XD *20wn 0P DY

0°°N91N 0°91D°Y DY 0730 "W 0P

D°21D°01 7PN APNN2 YD - IR
.D°DPNTA NYDIT IR YInY oo

AP AR NI RITOVIPRT 210707 2w 1R

0°°D°3D0 K7 O*°DIPR D°219°D W 1373010

NP9 ORITR ,(PIP0PT ,2IMPR) PINYEIDS
PA5VDIN) 11077 ,(NSADIS) B °X1700 DIRY
*0 w3772 2N 29w NPPLADIR 191 (A5
DOXDRY DIK DUR'DIN DVP°00T XD 720w

137302 IS

Y13 WK 07757350 D*VIPR D291V U

n*52% 0°5yID O 1w, 7392 T3NRa v
moMN 2MHR 3x3% 0N NPT Thnnn
X7 P> 1R XD Y MR 9K
92171 (0PI ,HID BT DU
191 °XNY MYDIN2 MNP IR My MmN -
¥9DILMa Y237 T2 WA - T AR oY

STRY PPONTIP YLy

S19°0 MAWSKR 79011 MIINRT 0°awa

ow32 M1 919°0 AN MPHRD0 W MUK

125 | 2025 MX™A0 TN'Y 70 medic

XN X171 1IN ,wR1 aIx0 koan nzmn  UITIN YN 17T

SUST TIAK 0D 9221 7T YD PPN PRI
197 > Y MwYIw PO PRIDTT NITYRT RN
073103 X IR PSR DI 2P R
© IR TY AT 23000 TR N 21D
S ,m a0 Mmoot Matena It TmynRen
DD (17%) "N212°00 D19% 11 YR AN (28%)
LRI AT MDY MY TN RSy TR
i1172"'Nil 7NN N9*on : :

7 IR 73730 XDD D197 91w 0vvp kY
°2°UPOR TMRA AP AR IRD 1N
DTN AL*5wn X 15w n/oveown’ PIma
MI7 YR 3730 ° 133 By 0o1n Dot
B 7231 79778 10w TON3 DTN TN
AR Y 5P v 10 By, T 000 ,RDp
{9210 MDY MPNSTIN XY ISR KNI DNN
191 (RIMY ,°3°0 P 7°5wn ARDT ety
YDURT 23T DD WY ,TRPTImT
DT AR3T Y333 DY azyn ot vy
©DPITIOT YII DY K PR SIRON N D
°R0R D°WIR DIX ApnaD DURTIa 02w
L7NR DY ¥oBwe XD P12 A0 IR Y3
© nyna Yw abyea nwyn? oM R

WHIN T30 © pyan yraa ovasy 019 n9pormeon
Ty, DO DTN DR 270 03 TR
ST, 2X3T MoeMa myen nhapnn moynby
73Ry NPYDTY M2 DM 9K O Y R
D°VPRI 0N SV YD DOIhRwn
5w 10°032 K321 711 NPT PoIN . ApYT DrRTR
DOWIDMAN DV PN TORNN NI RN
33°13 I9°0 OINN2 37 PR AT ke
JIMD2 MBy 21m0n mTweR bR imnie
©ORW MINTOW2 NXXNIT AWORT DY 1700 Tenma

TININGD 7700 © Torna TBNwR AN ,MPIDT 733 0Yw3 P2

0°°3°5p 0°11°0°P DY 001N 70NN AR
DIYR NPIDT DOA3 n/5Diwn aba
AN T°937 K99 07 NINANT 0UI0TPR
AP0 MPaSTINI A3 MM TIARIND
I 2T P22 TR KDY INART AN DVRApn
¢ DPNTIYR APTII N TR NP2 MRvp XD IR
AR DY IR 9921 ,7I02K7T IR WORS M

DOWIT D Mynwn DTNRD WK ,DOORTR
W1 PR RIT ITPW WRIT 2RI 2 MK

MTNNN 7W ATIANTN | gy 0 5220 0ms 19w 1

PMynwR MANDNT 9N DUINRT DY -
OX 1373720 20 AP TINeT X NPY a2
TR MR 12Y2.07y0 D Y D
IR 773072 *73 7 73 77 KPw epon
JI373° AP 1T DR 000NN Pieon
L7720 79MRa 121 0D M2 oo
0°°npo,87PrrTIYPhR 030N b

O N 0T 0992 Y 1Y

e S19°w 30702 R PR SY e nn

TP NP a3 TR RO IR
019998 12%72 NYADIT TIND
LRI YR AND2 DXV 29IV

,MPA9POR T30 WY MRS MYURa, MNP
*AADWR YpI OY NN [omR KA 73R
07 pRAR 70% 93

TPIYW *53 (49-15) B 1°YE DWIR 7P MTPEN
73R W 793190 IRIPANT P37 AT
M7 70w T 72MR ¥ M1 YT MR
»50%31°wD3,°1D B3 M3 BN Pw von By
oy 1373°7 SY 0P Y D30 I DORp

531217°11 900 N° FIRK (I 7POW) KDY IR
MPT TD0M2 T3N3 NYOT IR 0YIpn ,7°e0
NI PRI YOM NN A TIRR YYD Y

27y121 71A7702 nhaNMT L8 N0 R/ QP10
© TR POW MD 19N LRI AT 90 DR

W DM NI RIS XVAN? A1
52 1739 290N o0 YR Mpn 19190, new
179°787 K7 X 132707 Y50 7R 2179 TR

LI 9033 00w YA NI Mo

n'winmnnlnnan

L1972 779 9032 Bonnn® 9120 ma3aan
MI3ANRT 9233 IR ANY 00N 172 MY
(DY vD) BUwI 37PN Ry 1hn
TI2W.70°022W YL WP DY YU asnY
SIYR AN YW 3P M OY TINRY
M27 730wn 73730, IR Py M12°0

AMRDIITINDM NDPN2 POV TR MIT
0T 2T 2307 DDA DR TR
0°2%w% Mon > nn TN Y197 DR TNE v
JTOORT SR TR D
IR DY ANX T2 NREHI T30 ,70 1D
52077 1°2 TYH2 MIHRNMAT MO0 NMPY3
X197 M2 172% NN Y CNPART RN



TIRD PDIPRI 210702 12N DX 1BwS 91 Py
JToman Sw3 IR NPREeY M aRonn

71X12p ,07°0°350 K? DNy I DD U

TR MY NPRIDT NPNAT MYya menn by
DPWTINT FIRT R AONBA2 MY WEn
/01270 T3 ,TIRDT T 009001 W NI
SR 87 ,19R METN% Ty T ey
KNP MYDIN T332 IR, 21 0N P PIven
TR YD, MPNSINTT NTIPRIVIN, MW
R M0 M7 T3 MPNAT DTN AR
°91D°0 091 MIY MY YR owInTo Il
DM IOIND 17% P - 3 Dr I

5y193 D%oR TNyan Mptwd oppn

M 21970 RIT,7D PP /ATOGEPANT

5192 P PRYCIN NN (@YD NNYH)
TPMAT MY MY IR PT3 TR M0
JORTITIRD 172 I 50% 2w TANDN DA
7315 YA NP1 AXY T nyovn oy
NIW MRS 2X3 *2* ODR OY LBPNAN Y0 XD
23 M3 9o By mnw 0 Py -

(2’on RN

519°0 P9 2wni e 1P /ATOGEPANT

PRPPVARITY RDYTRI TRV 3D By 0P
5w Swa XD *0°¥00 "Ny D10 by v
ANYR IR, PRI DT B Mp I
502 9192 1°% 7 90w L1epR TR 12 vy

JI2W T 1T XOR msnn

013'0

*D7XD0 21D 113331 MOD12R 219°0R MP™wDR
NN 1M NPYIPR NN 17, ANTI CGRP
STEPR PR IR 0N DR Y PRy
MIRIIN QY 7208 T2 P o oAt
LTIETINN B IMn21 omey TIRD MRn
JIORT P UPID0D DURATY MDY 30 0D R
0T 05953 O XY 0PV DoRonT
,MDTINA 202 02123 DR DD BA OPAP DI
MBANYM QTP Y190 MNP MR TN YT
050707 50% D 31 DIR 07 1D 9y nony
e.o1> PP

B°I9R2 MITWR X991 ABBVIE Nan mona 7anan

TR 02X °YT 11979 DMWY WA 33 YR
MW PWINI YWY Py YRwID W T *10111
YT MR 1910 T PRIN? ORNA RPY WA © rPREAb X PR I 19U SY MR IR
DOy 02217 273 "0INPIA 215 YN pEob - :
,0°° 3730 D°BP NN MR TR, MIN AR -

YOI 2D A 137 AT YR vy W

MM MR 00 DWINA SY TN Y -
meMNT 502 on%9on 0w WA DM Y

INUN "2'UN10I' 11N

T < 707 MTTRUIN

UBRELVY *

10T 'Y 17INT WNTN NI a7in 1 0w

Zero Migraine Pain and Quick Pain Relief at 2, 4, and 8 hours

Primary endpaint: 2-hour pain freedom’ =

P
g
£ L Co-peimary
&

a0
E
&

zu} ==

e
s
0 —

Aittizaad

Plascitas | st e
& 0 UL 50 g fpocied st
& W UBSELYY W0 g ACHIEVE | ork

L) L

ylre o

Hoars After a Single Dose

O"WTIND 137340 'N' Annon .2 O'WwIn

QULIPTA®
Cuick and Continugus Mlgr.'lll'ﬂ:" Preventise Power: Reductions Across 12 Weeks 1Pr|m.1r-‘r [I'Iﬂ]'!ll:lll“ [:I
Episodic migmine

ﬂ 0 n Placebe =214 Primary Endpoint
é 3 “‘a,“ —— GPTARg Oy DULIFTA B0 mg
£E= 4 “ migraine day reduction
E. é ‘\ 5 4 across 12 weeks'
= N v 33% with placebo; P<0.001
e 3 AN

N
£g \
Z g 3 ‘KH
E= \
£€ 4 ——
5 = 1 —l
¥ 5 : . ]
Baseline Weeks 1-4 Weeks 5-8 Weeks 9-12

YW I DY DD PORITRIT TUPRA
705y X% ,0°0013 XD DDWH TIIN RY -
D17 NAw3 79730 K991 MDpone T oo

5y mgeonn MRS AT D190 MmN

519°0 13 M2 /UBROGEPANT-2 910°0
110732 TR @ .0°WP T DI DEPIN I
X5% OX2 ,0°105° W Y 0°30 I v oTmp -
590,179 w07 D19°0 By prbnnh Do navn
©OR PRI MR MY Do PR R T
AR T

SR mhys® b n919° 191 nownnm

MU' : wwb myoin oy mas xen mmban »8me

NX13p5 Y OR *19721 /UBROGEPANT
2I021P DY 71°00 RIT INDIYD 113332 070D
ORI AR DT P2UPRM MM MR ,CGRP
SMIT3RAR IpYn
P73,M°0 13,3 MRD ACHIEVE 1pnn
/UBROGEPANT-2 197077 Mim a1 m»»y° nx
PRI WA YR PN ARAT a2 PR
O NYW WRTT AN D IRDR 10T Oy man
0112 .N°H0°HY0 PR 1DIND T970IN KD
7T DY AT 3w M0 1IN

192 WA Moy M2 na abaw nraen mhp
{1700 D°wAN) 7OM Mnwa
9% DY PMINT AR MRV 1R MIRIN

2025 JIX™M1 'Y Yo medic | 126



obbvie

Fon Omly e HE B

UBRELVY' atre 007, TIOR3
(ubrDoepant) tabdes
QULIPTA

100 mg

N9¥1 ININ VaIn TV INII'T 0'791UNAN 48%
22nunyY 7In 17An1 n11A' ' 0-7 AvaN
" 49-52 NIVIIY

7w 0111 A1 11712'N1 719'0

°.C1nam min'wa 79119 1IN U

I’;h“'?. - "
UBRELVY QULIPTA
(ubrogepant) tabletsiz (atogepant) tablets |

112" '9Nn1 (7700 NY1) 'OIFR 719'07 wnwn 17121 0121201 1112'N1 V1IN 71910 NTYIM auareg
0121201 (7') NINK XT7 1IN DY

*Results from long-term open-label study of Qulipta 60 mg with episodic migraine patients.

Efficacy endpoints were not classified as primary, secondary or additional endpoints. In the 52-weeks SAFETY TRIAL,

Of N=546 randomized to the QULIPTA 60 mg arm, n=521 were included in the mITT population and n=373 completed 52-weeks treatment. In an open-label extension

with observed data, there is potential for enrichment of the long-term data as those who remain in the study generally fare better than those who discontinue.

a. Pain freedom at 2 hours (co-primary endpoint) demonstrated in 21% (50 mg: 182/886 and 100 mg: 95/448) of patients vs 13% (placebo: 119/912). b. The most common adverse reactions for Ubrelvy (2% and

greater than placebo) were nausea (2-4% vs 2% placebo), somnolence (2-3% vs 1% placebo) & dry mouth (<1-2% vs 1% placebo)2. c. The most common adverse reactions for Qulipta (2% and greater than

placebo) were nausea (5-9% vs 3% placebo), constipation (6-8% vs 2% placebo), fatigue/somnolence (4-5% vs 4% placebo), decreased appetite (2-3% vs <1% placebo) & dizziness (2-3% vs 2% placebo). * 7I1UI’ wiNg I1I’ on II’“I’
REFERENCES: 1. Ashina, M et al., Headache. 2023; 63: 79- 88. 2. Ubrelvy Prescribing Information. 3. Qulipta Prescribing Information. I

Full prescribing information can be received from Abbvie Biopharmaceuticals Ltd., Israel at 4 Hacharash street, Hod Hasharon 4524075. Tel: 09-7909600, Fax: 09-7909606. QR-“ m |-’ nN
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