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Generalized treatment decision tree for chronic thromboembolic pulmonary hypertension

CTEPH confirmed by 2 pulmonoicgist  cardioiogist 2t 2 specialzed centar

Evaluate if technically operable / inoperable CTEPH

12 Clarivate” | DRG pe———— =

Favorable Unfavorable Favorable Unfavorable

Total Systemic Lupus Erythematosus

Evaluatetarget 3 Vasodilator therapy
. . lesionsfor BPA
Antimalarials

Hydroxychloroquine Total
Hydroxychloroquine Brand
Hydroxychloroquine Generic

Lesionsfavarable Lesionsnat
[ favorablefor 3PA

Immunosuppressants / cytotoxic drugs

Azathioprine (oral) Total
seabiopine ora Srand “

Azathioprine (oral) Generic AZAMIOPTINE (0731}

Cyclophosphamide Total i Cyclophosphamide

Cyclophosphamide Brand TE Cyclophosphamide

Cyclophosphamide Generic A Cyclophosphamide

Cyclosporing Total Cyclosporing

Cyclosparine Brand [LE% Cyclosparine

Cyclosporine Generic T Cyclosporine

Leflunomide Total nmn Leflunomide

Leflunomide Brand e Leflunomide

Leflunomide Generic 0k Leflunomide

Methotrexate Total ¥ Methotrexate

Methotrexate Brand g Methotrexate

Wethotrexate Generic o WMethotrexate Al
IMycophenalate mofetil (induction} Total 1l Mycophenalate mofetil (induction} 17
Wycophenolate mofetil (induction) Brand [EEN Wycophenolate mofetil (induction) Liand
Wycophenolate mofetil {induction) Generic A Wycophenolate mofetil (induction) Fimens
Wycophenolate mofetil (maintenance) Total T Wycophenolate mofetil (maintenance) | dad
Mycophenolate mofetil (maintenance) Brand S Mycophenolate mofetil (maintenance) Fr=nit
Wycophenolate mofetil (maintenance) Generic e Wycophenolate mofetil (maintenance) peane
Sodium mycophenolate (induction) Total ann Sodium mycophenolate (induction) [

Sodium mycophenolate (induction) Brand

o Sodium mycophenolate (induction) Frand



E >35>V : Market Forecast Assumption

Top-down validation Sources and methods

Total drug + Country-specific vendor / government-sourced sales \
sales! ($) - Company-reported sales and other public sources
Diagnosis + Physician audits' (US) + Population comparisons

value (DV%) - Validated Clarivate forecasts - KOLinsight 7|< —_
MBEDEFRET —5
Indiction-specific drug sales 'ﬁﬁ — ,
e Py naweneri - Country-specific vendor / government-sourced unit / volume data

erosion (brand %) + Clarivate generic erosion models Eﬁj . " A\ ‘ﬁ $E

+ Country-specific vendor / government-sourced pricing data for brands, generics, and biosimilars =+
Price per (ex-man level) /\ﬁll‘ﬁ *&
day / cycle ($) » Drug / disease-specific dosing / regimen assumptions, driven by package

inserts, guidelines, PMR, physician audits* (US)

\\\ 7 I\ IJ
+ Published literature + KOLinterviews

% compliance - Physician surveys + Validated Clarivate forecasts

~ >
|<ow > HE1— hEHED
Optimal # of + Published literature + Treatment guidelines 3 ~ 5 %
treated days / cycles + Preseribing information + KOLinterviews

. ~JH—=A\DH—=_A (1hH
% patient share * Physician surveys « Country-specific vendor / '\ /\O) /\ 1

(A e et + Claims data! (US) government-sourced unit / volume data’

* Physician audits! (US) @ 7:': D 3 O% )
* Physician surveys —_
% diagnosed’, % drug-treated - KOLinterviews '{% Bﬁ oB j 2 g ( us )

» Published literature

«Total / diagnosed prevalent / incident cases / events, or
drug-treatable cases’

Base population + .
+ Forecast-relevant subpopulations

key patient segments!
- Population modeling provided by Clarivate's in-house

epidemiology experts

Bottom-up modeling
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FE>F>W : Market Forecast Assumption

Ivonescimah - - - - - -
Ivonescimab Total - - - - - -
Ivonescimab Brand - - - - - -
Ivonescimab Generic - - - - - - I :._'7 I I -4
. Bl FEAlBID10FRETE L
Doublet - pembrolizumab + chemotherapy 405451 399607 3,862.33 354426 3,268.26 2,94428
Pembrolizumab IV Total 3,286.66 327176 3194327 296121 2,758.83 2,48535 Al
Pembrolizumab IV Brand 328666 3,27176 5,19427 296121 2,758.83 2,485.35 % N H |J
Pembrolizumab 1V Biosimilar - - - - - 0.00 l' s
Pemetrexed Total 751.14 707.68 651.81 568.00 455.40 446.29
Pemetrexed Brand 317.89 265371 205.87 14321 88.95 80.13 \ | & ! 7 \
Pemetrexed Generic 433.25 443 97 445.84 42479 406.45 366.16 ® O) g > \ J \J
Platinum Total 1671 1664 16.24 15.06 14.03 12.64
Platinum Brand 017 017 0.16 0.15 0.14 0.13 _E == | g
Platinum Generic 16.55 16.47 16.08 1491 13.89 1251 7Ij_ I i : E % j-
-~
Doublet - pembrolizumab SC + chemotherapy - - 11429 34191 575.46 782.64
Pembrolizumab SC Total - - 9274 28054 47749  649.40 % &
Pembrolizumab SC Brand - - Q9274 280.54 477.49 649.40 y

Pembrolizumahb 5C Biosimilar - - - - - -
Pemetrexed Total - - 2103 59.79 95.27 129.57

10N
Saestsm) Zm (L2XA2) gl
Pt o RE (L2AD) EERS

Blatinum Generic Total Non-Small-Cell Lung Cancer 2023 2024 2025 2026 2027 2028
18,206.59 19,698.58 22,908.81 26,743.83 3005168 32585.10 % %*
Doublet - pembrolizumab + chemotherapy 50 1,177 Nonsgquamous stage I1A 2023 2024 2025 2026 2027 2028
Pembrolizumab IV Total 1,163 - - - - - 108.66
o oG

Pembrolizumab IV Brand 1163 Nonsquamous stage IB-Ill resectable 2023 2024 2025 2026 2027 2028 j:n-' % E *& o -U-/r 0 ) b*&
Pembrolizumab IV Biosimilar 74126 1,289.09 196303 264042 309511 342996 BY4 u £/
Platinum Total E  Nonsquamous stage IB-Il unresectable 2023 2024 2025 2026 2027 2028
E:a:!num zrand_ E 8.82 8.56 828 7.98 766 7.71 I \/ f — /]/ 7 \/ Z %2
p:t I'i't‘:ll th”:lr“ °  Nonsquamous stage lll unresectable 2023 2024 2025 2026 2027 2028 1

N - 782.12 79478 94039 135798 1,616.32 1,823.46
Paclitaxel Brand

Pacitaxel Generic . Nonsquamous stage IV first-line 2023 2024 2025 2026 2027 2028 1E (1-&40) l/) 357— D@; g

1088297 1139345 13,06409 1507676 16,80265 1801184

Nonsguamous stage IV second-line 2023 2024 2025 2026 2027 2028 j X |\ k kk
168258 177335 197567 216751 247098 2,72456
Nonsgquamous stage IV third-line 2023 2024 2025 2026 2027 2028
308.46 33060 38043 43047 51951  633.04 4 § % I 7 _E
Squamous stage IB-Ill resectable 2023 2024 2025 2026 2027 2028 'f N/ IE 2
18816 33308 54261 78832 1,04145 1,193.39
Squamous stage IB-1l unresectable 2023 2024 2025 2026 2027 2028 * X — H—HEMmgR— X
175 179 183 186 189 192
Squamous stage Ill unresectable 2023 2024 2025 2026 2027 2028 k% = N == ==
481.41 49199 50922 54519 579.30 67127 4ﬁ*% QE%%J'—_EE L/Td\ (/ \ EE{E% -i_E
Squamous stage IV first-line 2023 2024 2025 2026 2027 2028

2680.60 2,801.36 3,01203 3,21375 3,37253 341120

e ™ Squamous stage IV second-line 2023 2024 2025 2026 2027 2028
o CI ar'lvate 36606 39393 42004 43793 45337 46970

Squamous stage IV third-line 2023 2024 2025 2026 2027 2028
82.31 86.61 9024 85.67 91.02 97.80




~>~W : Current Treatment

Aduhelm

Aducanumab is an anti-AE MAb that is selective for soluble AR oligomers and fibrillar AR in aggregated AR plagues. Biogen licensed Y EE T 1%% é n E L \ 5 # :(
aducanumab from Neurimmune; Eisai has exercised an option to jointly develop and commercialize the agent (Biogen, press releass, i

October 23, 2017). In June 2021, Biogen [ Eisai's aducanumab {Aduhelm) received FDA accelerated approval, making it the first
potential DMT approved for AD; the drug launched shortly after. Approval was based on data from clinical trials that demonstrated

e e o s e e HlDAdvantage/Disadvantage.
EHEIAREERRIERT — 4,
EEMOD REFEZ Sk

to the app wia the acc

As a condition of its U.5. approval, Biogen must confirm the drug’s efficacy in a Phase IV controlled trial (Biogen, press release, June

7, 2021; FDA, press release, lune 7, 2021). In July 2021, the FDA approved an update to Aduhelm’s label that states that treat FIGURE 16: TREATMENT DECISION TREE FOR ALZHEIMER'S DISEASE: JAPAN
with aducanumab should be initiated in patients with MCI due to AD or mild AD, in line with the patient population studied in
11l clinical trizls (Biogen, press release, July 8, 2021). Furthermore, in December 2021, the company anncunced that from Janu
2022, it will reduce the yearly WAC of Aduhelm at the maintenance dose {10 mg/kg] in the United States from $56,000 to 521 ts diac y GP, neuro
{Biogen, press release, December 20, 2021).

In December 2021, the EMA’s CHMP issued 2 negative opinion of aduc 's MAA (Biogen, press release, December 17, 2
following a negative trend vote received in November 2021 (Biogen, press release, November 17, 2021}, prompting the with¢
of the submission (Biogen, press release, April 22, 2022). Japan's MHLW's First Committee on New Drugs decided to continue
deliberate on approval of the drug and is seeking additional data as part of the process [Eisai, press release, December 22, 20

In March 2022, Biogen and Eisai adjusted their global sales agreement for aducanumab starting from January 1, 2023. Moreo
beginning in March 2022, Biogen retock exclusive global rights over the commercialization, and manufacturing
drug [Biogen, press release, March 14, 2022).

Eg:(c_/,n\ L/Tkﬂ%j]’l/ I\
542U MYBET S
= AVAVESI-

TABLE 30: ADVANTAGES AND DISADVANTAGES OF ADUHELM

First

g pproved amyloid beta-dire TABLE 32: EXPERT INSIGHT: ADUHELM

Simple titration schedule.

Every-four-week administration.

Approved for initiation in the large MCl du
(FDA label).

CM5's NCD on anti-amyloid MAbs

Source: Clarivate

“Many of us participated in the |IDEAS study of amyleid PET and
that was pretty easy to do. We had to do some paperwork online
but it wasn't that difficult, and we were willing to put that effort

Impact of the requirement of a registry-based study on ability to  to help our patients gain access to amyloid PET scans. If the same

prescribe other late-phase MAbs type of process is set up for anti-amyleid therapies, it would really
promote access. It would be & barrier if there was no suppurt o
the doctor because these drugs require significant i g
and registry on top of that is going to be another barrier.”

2 Clarivate




FEJ>F>W : Unmet Need

Better treatments for key behavioral symptoms: As AD worsens, patients may experience delusions, hallucinations,

agitation, and/or aggression, all of which can be distressing to the patient and exacerbate caregiver burden. These

symptoms are a primary reason for the placement of AD patients in nursing homes. Risperidone (Janssen’s Risperdal,

generics) is approved in some European countries for the short-term treatment of persistent aggression in patients with

moderate to severe AD, but most antipsychotics (and various other therapies) do not adequately address these symptoms,

or patients cannot tolerate them; in addition, antipsychotics have warnings for serious cardiovascular events in elderly

patients with dementia-related psychosis that constrain their use. Several agents are in late-phase development for discrete

behavioral symptoms of AD, including Rexulti (agitation), Avanir / Otsuka’s AVP-786 (agitation), Axsome’s AXS-05

(agitation), and Acadia’s Nuplazid (dementia-related psychosis). As of this writing, we forecast the expanded labeling of

Nuplazid for the treatment of psychosis in dementia in the United States in 2024. For AD agitation, we forecast the launch

of Rexulti starting in 2023 and AXS-05 and AVP-786 in 2024, partially fulfilling the unmet need for approved / improved

treatments to address these symptoms. Nevertheless, we expect off-label generics to remain a mainstay of early-line

treatment, and that Rexulti and Nuplazid in this population will be constrained by class warnings.

Earlier diagnosis: Early, prompt, and accurate diagnosis of AD will enable therapeutic intervention at the optimal time in AD

and improve long-term outcomes for patients receiving any future DMT. Thus, greater awareness of / vigilance for the early

signs of AD is needed among not only patients k-+ ~'-= PP~ /7P oo mo fbo dhs Sk s nfied o cmmdo ok fm o b

facilitate specialist referrals and, accordingly, ec FIGURE 17: TOP UNMET NEEDS IN ALZHEIMER'S DISEASE: CURRENT AND FUTURE ATTAINMENT
diagnosis will be realized only after effective DN Unmet Need Level of Attainment
available for patient identification (e.g., PETima 4
AD.

Disease-modifying therapies

Novel procognitive symptomatic options

Better treatments for key behavioral symptoms

Earlier diagnosis

Importance

° ™ . Current attainment ' Future attainment Low Medium High
2 Clarivate
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Welcome to Clarivate DRG Work email address urcesgroup.com/login/ (c77€X
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ZELTE

address

Having problems? Email HealthCare.support@clarivate.com %%%IE z

7hO> MERREFDHELRY NI —IH5DT
DEANBEERDET

PRI LB T H D> NESROFIER
NERDGZENHDET

2 Clarivate”



https://authentication.decisionresourcesgroup.com/login/
https://authentication.decisionresourcesgroup.com/login/
https://authentication.decisionresourcesgroup.com/login/

Clarivate

Hover over any link to learn more about each product platform.
Welcome KOta ro ChInO from Clarlvate @ Green check marks indicate partial or full content is available.

(® Have a question? Please contact our support team for help.

Understand the Market Optimize Access Engage Customers

Disease, Company & Drug Insights DRG Fingertip Sales Enablement

Disease, Company & Drug Insights Platform e 2 Fingertip Publisher

ta & Analytics Commercial Targeting

" Healthbase

% Account Management Dashboard

2 Medtech Insights Platform

Medtech ? Fingertip Accounts - Commercial Targeting (P dure Finder)
Medtech Insights Platform Fingertip Alerts Field Force Navigatar (FFN}
- Markst Insights (Meduech 360) 7 Fingertip Analytics
® Fingertip Home Page (Legacy Platforms) Digital/Multichannel Stakeholder Engagement
? Fingertip PolicyTrack @ Digital Insights Platfarm

- Multichannel Physician Eng

? Fingertip Restrictions

US Market Access Insights

2 Fi ip Validation Tool
US Market Access Insights Platform ingertip Validation fos

- Health Plan Anzlysis

- Market Ove: US Lives Data & Analytics

- Market Cve
al MCO Analyzer

2 Employer Vantage (2023)

- Maticn
- Power Profiles % Managed Market Surveyor Suite (Including Pharmacy Benefit Evaluztor)

Epidemiology Intelligence

@ Epidemiclogy Intelligence
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IPD vs In-depth Analysis

A7 YRR
_ Incidence and Prevalence Database (IPD) In-depth analysis (IHDRG Epidemiology)
NI EER 1,000+ 220+
HIN—[EZR 15ERY — R (AkfF REICEDERKR171NE
BB AN, »D (10£F/204F)
IEHRN ) [FoATI o= E?ﬁﬂﬁa‘-‘_g\ l/:/“Z I\U_\ E%’EHE\
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Incidence and Prevalence
AL E 21—

2 Clarivate

Epidemiology Al | Searchfora disease o therapy arca Q =sowse M A

Type 2 Diabetes

Incidence & prevalence database

Disease type.
Severe insulin-deficient diabetes (SIDD) ~ Summary table

Incidence Prevalence
TOP-LINE EPIDEMIOLOGY.

Summary table > Loalibond o
Incldence & prevalence report > Region  country Mg
SUBGROUP REPORTS ' Morth America
Underdiagnosis & diagnostic issues (5] > Canada Allages
Race, gender, oge (115 > Canada o) S0+
Notes & source
Clinical course & prognosis 2 > Canada (b) 50+
Canada: 2019 age-standardized incidence rate and number of T2DM cases among persons aged 15 years or older based on data
Biomarkers & genetics (8 > Unitad States W45 4 % ¢ A _
from a systematic analysis of the GBD study; both data 1t riginal source; no made.

The Global, Regional and National Burden of Type 2 Diabetes Mellitus in the Past, Present and Future: A Systematic Analysis of
the Global Burden of Disease Study 2019.

YeJetal » Frontiersin Endocrinology; V.14 * 7/14/2023 » p1192629; DOI:10.3389/fend0.2023.1192629
Type 2 Diabetes

Incidence & prevalence database

Disease type
Severe insulin-deficient diabetes (SIDD) ~ Incidence & prevalence report
Geograghy
Q. Search within report Al geographies . * Download
TOP-LINE EPIDEMIOLOGY
INCIDENCE 2studies found
Summary table >
Wickithos LphevalaicaTepet > Incidence of Diabetes Among Youth Before and During the COVID-19 Pandemic
Mefford MT etal + JAMANetwork Open; 6;N0.9 » 9/5/2023 » pe2334953; 00I:10.1001/jamanetworkopen 2023 34953
SUBGROUP REPORTS
STUDY DESIGN: This cohort study ined the incidence of diabet i p f youth in the US before and
e SRR S during the COVID-19 pandemic. The data of members (age, 019 years) with no history of diabetes registered in the Kaiser Permanente
Southern California from January 1, 2016, to December 31, 2021, was included in the study. The individuals were followed up using
Race, gender, age (115 > i for the inci diabetes defined using di y values, and medications. Analysis was
conducted from November 2022 to January 2023. From 2016 to 2021, there were 1200, 1100, and 63 patients with type 1 diabetes, type
Clinical course & prognosis (2) > 2 diabetes, and other diabetes, respectively.
Siomarbers & genetics (5) > o
INCIDENCE: Between 2016-2019 and 20202021, the incidence of type 2 diabetes m 14,8 t0 24.7 per 100,000 person.-y
Treated rate (5 > In2920-2021, thelmgl s dlab I PRI ) : bl i
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Incidence and Prevalence7—%#
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3 Clarivate | Epidemiology Intelligence (oyer) =Bowse | By [ & = @

. Understand the complete disease landscape
TR AR, . o
D199 —F

Browse diseases &

procedures&DiRE—
@ Recently viewed . Saved /! \ Br?wse diseases & procedures N B (C7HE R
/ \ :i;

Pick up from where you left off 1063 diseases across 12 therapy areas

Acne
;@ Disease . Forecast data for 3 populations in 45 countries
§ Oncology biomarkers o

Dive deeper into our biomarkers data

323 RAS
Disease . Forecast data for 27 populations in 7 countries

;%:a Breast Cancer

Disease . Forecast data for 258 populations in 45 countries j

Email alerts

& Alerts active for your selections

%: BRAF
Disease . Forecastdata

a for 32 populations in 7 countries

View your subscription
>
3§° Atopic Dermatitis L See what you have access to

Digease . Forecast data for 16 populations in 45 countries

= Oncology
L‘.’) Therapy Area . Comparison data for 50 diseases —— Data downloader

Choose the data you want to export
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Home [/ Oncology [/ Solid Tumors [ .
) [ saveview
Prostate Cancer

Dashboard Data tables Claims-based Insights Incidence & prevalence database Meet the team

Indication/sub indication

Prostate Cancer ~ Summary table CSVHZ:_EtT“?—Q%
~49>0-R

+
UL AL W A Q * Numbers/rates reported by the original source appear in bold type * Download

Summary table > 3, 5

=== 7 HK t \ 7 H

Incidence Frevalence Abbreviations 'lE,m\Lﬁ *Z ﬁiﬁ 'z

Incidence & prevalence report ¥ —— J— t ;E —_

DFRREYINEX

SUBGROUP REPORTS Region Age group (years) Incidence number Incidence rate (per 100,000} Male Population™ Sources

Biomarkers and Genetics (26) i ~ AFRICA
Comorbid and Asscciated Conditions (60} > Kenya all apes 3,412 39.9 588 notes View

Heath seniceUtizatin 1) Summary table: [E-#gpIDEEER - BRI - HERR
Incidence & prevalence report:EER - EHFREI - HOEHI(CFE
FAENAZROBIEL PubMed DIVERADU> VR KRR

Subgroup reports: ZF(CBI 2 ETFR MNEWIICEIT 2B RZ TR R

Overdiagnosis {13)

see notes View
Race and Age (T4) > India all ages 37,948 5.6 see notes View
Screening (43) > Japan all ages 104,318 50.1 see notes View
Stage and Grade (84) > Korea (South) all ages 10,331 40.3 25,636,127 View
Survival (35) > Korea (South) all ages 16,374 29.3 sea notes View
Treated Rate (57) > Korea [South) all ages oo 39.6 ’llﬁ $E\J —_— 2 t%ﬁE%Iﬁ View

Data updated -

07 May 2026 @ Methods & Sources > —_—

Turkey all ages 35.3 %ﬁ/l\ View

~ EUROPE
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Psoriasis
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Gl Meic Gender e = \ e
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