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Overview of New Molecular Entities”’ \

Listed in 2025 i

—

In 2025, a total of 39 new molecular entities (NMEs) were listed in Japan. This count was slightly smaller
than the count of NMEs listed a year ago in the 2024 (45 new drugs), and the combined peak sales
estimate for 2025 was higher (¥574 Billion vs. ¥414 Billion).

Oncology continues to be the largest contributor for NMEs flow and a total of 15 new drugs from
oncology were listed. It was followed by 4 from "CNS" and 2 each from "Intestinal Disorder Products”,

“Cardiac Therapy”, “Biliary Tract and Liver Disorder Products”, “Ophthalmologicals”, and "Diagnostic
Imaging" (Figure 1).

Others, 10

Antineoplastics, 15
Diagnostic Imaging, 2
Ophthalmologicals, 2

Biliary Tract and Liver
Disorder Products, 2

Cardiac Therapy, 2

Intestinal Disorder Products, 2

Source: MHLW, Encise Research Center

Figure 1. New Molecular Entities Listing in 2025 by Therapeutic Category

“1..The report includes all ‘ethical drugs’ approved as drugs containing new active ingredients and 'human cell therapy and gene therapy
products’ categories specified by the MHLW.
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On pricing method front — maximum 25 drugs were priced by ‘similar efficacy comparison method (1),

followed by 12 from the ‘cost accounting method’ (Figure 2).

similar efficacy comparison method (l1), 2

cost accounting
method, 12

similar efficacy
comparison
method (1), 25

Source: MHLW, Encise Research Center

Figure 2. New Molecular Entities Listing by Price Method
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Out of these 39 NMEs, 22 are expected to have over ¥10 Billion of peak sales potential and 30 have
received 'price-maintenance premium’. Out of these 39, 14 are biologics and 16 are listed under orphan

drug status. (Figure 3 to 6).

Peak Sales>¥10B PMP Granted

¢

Biologics Orphan Drugs

@ ¢

Source: MHLW, Encise Research Center

Figure 3 to 6.

New Molecular Entities Listings by Different Categories

A more comprehensive overview of NMEs listing in past 10 years is provided under the appendix of this

report (figure 7 to figure 12).
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Drugs Containing New Active Ingredients = \\\,:i"/\—)
& Listed under Over ¥20 Billion of Pﬁl(///"///
Sales Potential o S

P }

Airwin: The First Drug to Target the Root Cause of PAH

Drug Profile - Airwin

Molecule Type :Biologics(not mAb) %Molecule “Sotaterc’ept'(genetlcal éAirwin
N ombination)
Launch Month ‘August 2025 {Form njection trength 145mg/vial, 60mg/vial
Therapeutic Classes | Other Cardiovascular i |

(endleve) Products | Mechanism of Action ; o -

e %Pulmonary‘ Arterial (MOA) {Inhibition of activin signaling

(3rd level) iHypertensmn (PAH) ’ ?

Indication ‘Pulmonary arterial hypertension

Manufacturer ~ MSD  Marketer  MSD  (Orginator/s  AcceleronPharma
Price 'Mamtenance iAppIied %UNF Pru?e Fat the time §¥1,082,630, ¥1.441677 gPeak Sales (Predicted*3)§¥54.4 Billion

P Gk e i) . 000000

Total Sales of the Therapeutic Category (Pulmonary Arterial Hypertension (PAH) Products) “

Contribution of the Brands in the Category (Pulmonary Arterial Hypertension (PAH) Products) * ,

Hospital (=100 beds) Sales Ratio in the Category (Pulmonary Arterial Hypertension (PAH) Products) * g3y

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Airwin was approved in June 2025 for the treatment of pulmonary arterial hypertension (PAH). Its novel
approach directly targets the underlying cause of the disease through a distinct mechanism of action.
Airwin had the highest projected peak sales potential among all drugs approved in 2025. In fact, over
the past ten years, only five drugs—including Airwin—have been NHI-listed with projected peak sales
exceeding ¥50 billion. The other four are Kisunla (2024), Legembi (2023), Vynmac (2021), and Keytruda

(2017). Among these, Airwin, Vynmac, and Keytruda were approved as orphan drugs.

Pricing & Peak Sales Potential: Airwin is the first PAH treatment with a novel mechanism of action in
more than 10 years. Accordingly, it was priced using the cost-based method and granted high premiums,
and it also received orphan drug designation. Although Airwin qualified for a 45% usefulness premium,
this premium was nullified under the “zero coefficient” rule due to insufficient disclosure of
manufacturing costs. The product also qualified for a 15% marketability premium, which was similarly

nullified under the same rule.
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According to data submitted to the Chuikyo, Airwin is projected to achieve peak sales of ¥54.4 billion in
its 10th year after launch, treating approximately 2,800 patients. The product will also be subject to the

price maintenance premium (PMP) and cost-effectiveness evaluation (CEA) as a H1 product.

Indication: In pulmonary hypertension, the blood pressure in the pulmonary arteries (blood vessels that
carry blood from the heart to the lungs) elevates due to impaired blood flow in these vessels. As
pulmonary arterial pressure increases, it strains the right ventricle of the heart and eventually leads to
right heart failure. If pulmonary hypertension is left untreated, it can result in death within a few years.
PAH is a type of pulmonary hypertension that develops when pulmonary vascular remodeling and related
changes cause narrowing of the pulmonary blood vessels. In Japan, PAH is designated as an intractable
disease (intractable respiratory disease) by the MHLW. The number of certified patients has been
increasing over the years, reportedly reaching 4,682 patients in FY2023.

Clinical Data: Japanese approval was supported by the Phase Ill STELLAR global study and a Phase IlI
Japanese study (Study 020) in adult PAH patients receiving standard therapy.

The STELLAR trial was a placebo-controlled, double-blind comparative study on 323 patients who
received either the Sotatercept or placebo subcutaneously every three weeks on top of other PAH
medications. Results showed that the Sotatercept group significantly improved exercise capacity,
increasing the 6-minute walk distance by 40.8 m at 24 weeks versus placebo (p<0.001). In the Japanese
Study 020 (an open-label, uncontrolled trial involving 46 Japanese patients), results also showed

significant improvement in pulmonary vascular resistance at 24 weeks.

Positioning & Market Potential: Currently, endothelin receptor antagonists (ERAs), prostacyclin
derivatives, and PDE5 inhibitors are used to manage PAH. These drugs primarily work by promoting
vasodilation. In contrast to existing therapies, Airwin acts through a novel mechanism by inhibiting activin
signaling, which is linked to the pathophysiology of PAH. Therefore, Airwin is the first drug to target the
underlying cause of the disease. Medical experts believe that by suppressing pulmonary vascular

remodeling, the drug may help extend survival and improve patients’ quality of life.
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The Japanese guidelines published in 2025 by the Japanese Circulation Society and the Japanese
Pulmonary Circulation and Pulmonary Hypertension Society recommend initial combination therapy with
ERA and PDES5 inhibitors at the time of PAH diagnosis. The guidelines also advise considering Airwin if
patients remain at intermediate or high risk at follow-up assessments after three months. Airwin is
expected to be used in combination with other vasodilators; given its unique positioning and the high

unmet need in PAH management, its sales are expected to grow rapidly.

Overseas Status: Airwin was approved by the U.S. FDA in March 2024 and subsequently received
approval in the EU in August 2024, where it is marketed under the brand name Winrevair. At the time of
its approval in Japan in 2025, Airwin had already been approved in more than 45 countries and regions,

including the U.S. and the EU.
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Camzyos: The First Selective Cardiac Myosin Inhibitor for HOCM

Launch Month

‘May 2025

iSmall Molecule

Drug Profile - Camzyos

Mavacamten

el
é
[Form |Capsule

{

~ Brand

|Strength i2.5mg/capsule,

'5mg/capsule

Therapeutic Classes

*2

Cardiac Therapy

1

; i

Price Maintenance
Premium (PMP)

(2nd level) {Mechanism of Action | . . .

----------------- S R T e |Selective cardiac myosin inhibitor

Therapeutic Classes All Other Cardiac ;(MOA) ;

Grdleveh Preparations b I
Indication {Obstructive hypertrophic cardiomyopathy

Manufacturer Bristol-Myers Squibb Marketer |Bristol-Myers Squibb | Originator/s ... iMyoKardia .

....................................... PRI oot e NN . . et RS

UnitPrice (@tthe time |7 5, v7 2648, ¥7,4105  Peak Sales (Predicted) ¥21.9 Billion
(of first listing) | ! 5

Total Sales of the Therapeutic Category (All Other Cardiac Preparations)

Contribution of the Brands in the Category (All Other Cardiac Preparations) =

Hospitél (=100 beds) Sales Ratio in the Category (All Other Cardiac'Preparations)' e

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Camzyos received approval in March 2025 for the treatment of obstructive hypertrophic cardiomyopathy
(HOCM) in adults. As the first selective cardiac myosin inhibitor approved in Japan, it represents a novel,
disease-modifying option compared with conventional symptom-focused therapies. Its launch addresses
a long-standing unmet need in a chronic, progressive cardiac condition with limited options and holds

strategic value for Bristol Myers Squibb in a small but clinically critical market.

Pricing & Peak Sales Potential: Camzyos was NHI-listed and launched in May 2025. Among the new
drugs listed that month, it had the second-highest peak sales forecast. According to data submitted to
the Central Social Insurance Medical Council (Chuikyo), the product is projected to generate peak annual
sales of ¥21.9 billion in its tenth year on the market, with approximately 7,300 patients expected to
receive treatment. Camzyos was priced using the cost-based method and was initially eligible for a 45%
usefulness premium and a 10% marketability premium. However, the premium was fully reduced under
the “zero premium coefficient” rule, which applies to products priced by the cost-based method when the
cost disclosure ratio is low. Camzyos is eligible for the post-launch PMP.
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Indication: Hypertrophic cardiomyopathy (HCM) is a genetic heart disease where the heart muscle,
especially the left ventricle wall, becomes abnormally thick, making it harder for the heart to pump blood.
It is usually inherited and may be asymptomatic or cause chest pain, shortness of breath, fainting,
palpitations, or fatigue. In HOCM, thickened muscle blocks blood flow out of the heart, whereas in
nonobstructive HCM, there’s no significant blockage, but the heart can be stiff. Family history is a key risk
factor, and the complications include atrial fibrillation (AF), mitral valve problems, heart failure, and rarely
sudden cardiac death. There is no known way to prevent HCM; however, early detection through

screening in families can help guide treatment and reduce risks.

As per some studies, population-based estimates suggest the diagnosed prevalence of HCM in Japan
varies substantially from approximately 4.2 per 10,000 in hospital-based data to about 11.1 per 10,000 in

broader claims data, reflecting underdiagnosis and recognition gaps.

Clinical Data: Camzyos' approval in Japan was mainly backed by findings from two Phase Ill studies—the

global phase Ill EXPLORER-HCM trial and the Japan Phase Il HORIZON-HCM trial:

The EXPLORER-HCM trial compared mavacamten (Camzyos) to a placebo in adult symptomatic HOCM
patients, demonstrating significant reductions in Left Ventricular Outflow Tract (LVOT) gradient, improved
exercise capacity and symptom scores. These endpoints reflect both hemodynamic and patient-reported
benefits. The HORIZON-HCM confirmed the efficacy and safety of the candidate in domestic patients
with HOCM. Additionally, The EXPLORER-LTE was a long-term follow-up trial which suggested sustained
efficacy in LVOT obstruction and biomarkers over multiple years with no new safety signals. The VALOR-
HCM was a Phase Il trial in HOCM patients eligible for septal reduction therapy, showing reduced need

for invasive intervention with Camzyos.
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Positioning & Market Potential: Under the current therapy paradigm, cardiologists typically start with
first-line B-blockers and progress to calcium channel blockers for persistent symptomes. In patients with
severe obstruction and poor exercise tolerance, invasive procedures are considered. There were no
approved targeted pharmacologic therapies for HOCM in Japan before Camzyos, highlighting a

significant unmet need.

Camzyos is a selective cardiac myosin inhibitor which directly addresses the pathophysiologic
hypercontractility and LVOT obstruction driving symptoms and functional limitations in HOCM. This
mechanism positions it as a first-in-class disease-modifying agent rather than merely symptomatic
therapy. Its benefits encompass improved exercise capacity, reduced gradient, and improved QOL.
Globally, the main competitor to Camzyos in HOCM is aficamten, another myosin inhibitor, approved by
the US FDA in December 2025. Currently, it is in late-stage development for the Japanese market as well.
It offers a similar mechanism but may differ in dosing and PK profiles. In the long term, emerging gene
therapy or RNA-based approaches for inherited cardiomyopathies could reshape HCM treatment, though

these remain in early development phases and are not immediate competitive threats.

Japan's diagnosed HOCM population represents a modest commercial segment, but Camzyos fills a high-

value niche with demonstrated clinical benefits.

Overseas Status: Camzyos is approved in more than 50 countries, including the USA and EU, for the
treatment of HOCM in adults. The US FDA approval was granted in 2022, followed by approval in the EU.
It is also under global development for pediatric and adolescent HOCM. The Phase Ill SCOUT-HCM study

has reported positive topline results, supporting the potential for label expansion in key markets.
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Hympavzi: Japan’s First Once-Weekly Subcutaneous Anti-TFPI Prophylaxis for Hemophilia A and B
Without Inhibitors

Drug Profile - Hympavzi

;Marstacimab (genetical

EBrand

:Biologics(mAb) EMoIecuIe

Molecule Type | ‘Hympavzi
Launch Month ‘March 2025 [Form lInjection |Strength {150mg/mL/kit
Therapeutic Classes™ iBlood Coagulation System | Z
(nd level) Products 77777777777777777777777777777777 ;Mechanlsm of Action zHemostasrs/Suppressrng the inhibitory effect of activated blood coagulation
Therapeutic Classes? | ) ((MOA) {factor X by tissue factor pathway inhibitor (TFPI)
iBlood Coagulation Products) }
e . —— e e e e et e e e e e e et e

{Preventing or reducing the frequency of bleeding episodes in patients with hemophilia A (congenital factor VIII deficiency) without

Indication ;

ifactor VIII (FVIII) inhibitors, or hemophilia B (congenital factor IX deficiency) without factor IX (FIX) mhrbrtors
Manufacturer Plizer iMarketer Pfizer o] {Originator/s ! PRZEC
Price Maintenance X Unlt Price (at the time |

¥883,108 iPeak Sales (Predlcted'3) ¥30.1 Billion
Premium (PMP) e offirstlisting) RO T T T O SO

Total Sales of the Therapeutlc Category (Blood Coagulatlon Products)

Contrlbutlon of the Brands i in the Category (Blood Coagulatlon Products) “

Hospltal (=100 beds) Sales Ratio in the Category (Blood Coagulation Products)

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Hympavzi was NHI-listed in March 2025. It is approved for routine prophylaxis to prevent bleeding
episodes in patients with hemophilia A or B without inhibitors. As a first-in-class, once-weekly
subcutaneous anti-tissue factor pathway inhibitor (anti-TFPI) monoclonal antibody, Hympavzi marks a
therapeutic breakthrough. It significantly reduces treatment burden and differentiates itself via a

simplified, flat-dosing regimen.

Pricing & Peak Sales Potential: Hympavzi was priced using the Similar-Efficacy Comparison Method (l),
with Novo Nordisk’s Alhemo (concizumab) as the comparator. As per data submitted to the Chuikyo,
peak sales are expected to reach ¥30.1 billion in its 6th year of launch, treating 557 patients. Hympavzi is

also granted eligibility for PMP.
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Indication: Hemophilia is a rare, inherited bleeding disorder characterized by the body’s inability to form
stable blood clots due to deficiencies or dysfunctions in specific clotting proteins, known as coagulation
factors. The most common forms of hemophilia are hemophilia A and hemophilia B. Hemophilia A, also
referred to as classic hemophilia, is caused by a deficiency or dysfunction of factor VIII (FVIII). Hemophilia
B, also known as factor IX (FIX) deficiency or Christmas disease, results from a deficiency or dysfunction of
factor IX. Both conditions are inherited in an X-linked recessive manner and therefore predominantly

affect males, although females can be carriers and, in some cases, experience bleeding symptoms.

As per the Nationwide Survey on Coagulation Disorders FY2024 published by the Japan Foundation for
AIDS Prevention, the number of patients with Hemophilia A & B was 7,301 as of the end of May 2024.

The key difference between hemophilia A and B lies in the specific clotting factor involved and the
therapies used to replace or augment that factor. Otherwise, disease manifestations, severity

classification, and overall management principles are broadly comparable.

Hemophilia severity is categorized by clotting factor activity levels: factor VIII for hemophilia A and factor
IX for hemophilia B. The classifications in Japan are as follows: Severe (less than 1%), Moderate (1% to

<5%), and Mild (5% to <40%).

In December 2025, Hympavzi was filed for an additional indication for the reduction of bleeding episodes
in patients with congenital hemophilia who have inhibitors to factors VIl or IX. This filing was backed by

the results from a global Phase IlI trial ‘BASIS’, which included Japanese trial sites.
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Clinical Data: Regulatory approval in Japan was primarily supported by the pivotal Phase 3 BASIS trial
which included Japanese trial sites. The trial included patients aged 12 to <75 years with hemophilia A or
B without inhibitors and very low factor activity (FVIII <1% or FIX <2%). Patients previously treated with
either on-demand or prophylactic clotting factor replacement therapy first underwent a six-month
observation period, followed by once-weekly Hympevzi treatment for 12 months. Clinical outcomes, such

as annualized bleeding rate (ABR), were compared between the observational and treatment periods.

Hympevzi reduced treated bleeding events by 92% in patients previously on on-demand therapy and

35% in those previously on prophylaxis.

Positioning & Market Potential: Japan’'s hemophilia market reached ¥168.7 billion in FY2025 (8% YoY).
Hemophilia A was about four times more prevalent than hemophilia B and accounted for around 77% of
the market (at ¥130.6 billion, 8% YoY), driven by factor VllI-based therapies. For hemophilia A, Hemlibra
(emicizumab)—a bispecific antibody mimicking factor VIII activity—is the dominant prophylactic.
Conversely, hemophilia B patients without inhibitors have been limited to intravenous (IV) extended-half-
life Factor IX concentrates (e.g., Alprolix, Idelvion), which require frequent infusions (1-2 times per week)

and reliable venous access.

Hympavzi disrupts this treatment algorithm through strong competitive differentiation. Unlike factor
replacement or Hemlibra, Hympavzi features an anti-TFPI mechanism that rebalances the coagulation
cascade to enhance thrombin generation directly. Unlike the other anti-TFPI Alhemo, it offers the

advantage of once-weekly, flat dosing, although both inhibitors are approved for hemophilia A and B

(non-inhibitor).

Overseas Status: Hympavzi was approved by the US FDA in October 2024 for the prophylaxis of bleeding
episodes in patients aged 12 and older with hemophilia A or B without inhibitors. It was subsequently
approved in the EU for the same indication. It is currently under development to expand the indication to

younger children under the BASIS KIDS trial.
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Imaavy: A Novel FcRn Blocker for a Broad gMG Patient Population

Drug Profile - Imaavy

‘Nipocalimab (genetical

Molecule T ‘Biologics(mAb Molecul Brand |

i S ‘ 1300mg1.62mL/bottle,
Launch Month {November 2025 Form ‘Injection 'Strength :

1 v f yect ’ 9 :11200mg6.5mL/bottle

{Other Drugs for Disorders | |

Therapeutic Classes™®
P :of the Musculo-skeletal

i
{Mechanism of Action

(2nd level System ilnhibits 1gG recycling and transcytosis by inhibiting 1gG binding to FcRn
Therapettic Classes® Al Other Muscuioskeietal (MO ;

(3rd level) ~ Products i - Y - - - - -
Indicaton  Generalized myasthenia gravis (only when steroids or non-steroidal immunosuppressants have not responded adequately)
Manufacturer  anssen Pharmaceutical _ Marketer  JanssenPharmaceutical _Originator/s _ Momenta Pharmaceuticals
Price .Malntenance iAppIied %Unn? Prlc.e Fat the time ;¥491,823, 1,967,291 EPeak Sales (Predicted*3)§¥20.8 Billion

Premium (PMP) ] A:of first listing) | B : )

Total Sales of the Therapeutic CateE&FyM(AII Other Musculoskeletal Products)

Hospital (=100 beds) Sales Ratio in the Category (All Other Musculoskeletal Products) 156%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Imaavy was approved in September and was NHI-listed in November 2025. It is an anti-FcRn antibody
indicated for generalized myasthenia gravis (gMG) insufficiently controlled by steroids or other
immunosuppressants. It was approved for adults and pediatric patients aged 12 years and older, making

it the world’s first FcRn blocker for gMG in this pediatric population.

Pricing & Peak Sales Potential: Imaavy was priced using the similar efficacy comparison method, with
Rystiggo (rozanolixizumab) as the comparator. It was granted a 10% pediatric premium for including
pediatric dosage data and a 5% early-launch premium. The product also qualifies for the Price
Maintenance Premium (PMP). According to data submitted to the Chuikyo, Imaavy is expected to reach
peak sales of ¥20.8 billion in its third year after launch, with approximately 1,000 patients receiving

treatment.
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Indication: Myasthenia Gravis (MG) is a chronic autoimmune disorder in which antibodies destroy the
communication between nerves and muscles, resulting in weakness of the skeletal muscles. MG affects
the voluntary muscles of the body, especially those that control the eyes, mouth, throat and limbs. MG
has two main types: ocular Myasthenia Gravis (0MG), affecting eye and eyelid muscles, and generalized

MG (gMG), causing weakness in multiple muscle groups.

There are three main subtypes of MG: 1.) Anti-acetylcholine receptor (AChR), 2.) Muscle-specific tyrosine
kinase (MuSK), and 3.) Lipoprotein receptor-related protein 4 (LRP4). Roughly 85% of patients possess
serum autoantibodies targeting the AChR. Among the remaining individuals without anti-AChR
antibodies, a subset has autoantibodies against MuSK. Furthermore, the low-density LRP4 is another
identified autoantigen in MG, with anti-LRP4 antibodies detected in approximately 2-46% of patients
negative for both AChR and MuSK antibodies.

It is more common in young women (20-30 years old) and in men aged 50 and above. Global prevalence
is estimated to be around 150 to 350 cases per 1,000,000 people. In Japan, there are an estimated 23,000
gMG patients.

Clinical Data: The Japanese approval was backed by findings from two pivotal global studies - Vivacity-
MGS3 (a phase lll trial in adults) and Vibrance-MG trials (pediatric Phase II/Ill study) - where Imaavy
performed well on efficacy and safety fronts. The data demonstrated that Imaavy induced a statistically
significant drop in MG-ADL scores and a significant, sustained 75% reduction in total IgG. The therapy

showed efficacy across major antibody subtypes, including AChR- and MuSK-positive patients.

Positioning & Market Potential: Traditionally, Cholinesterase inhibitors, Corticosteroids and
Immunosuppressants have been used for the management of gMG. None of them cure the disease but
slow the progression or provide symptomatic relief, and all of them have side effect profile. In some

patients, removing the thymus gland is found to be effective.
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Next generation drugs include complement inhibitors and neonatal Fc receptor (FcRn) blockers. Soliris
was the first complement inhibitor in Japan, followed by Ultomiris and Zilbrysqg, while Vyvgart
(efgartigimod alfa, approved in 2020) and Rystiggo (Rozanolixizumab, approved in 2023) are both
neonatal FcRn blockers. In 2024, Vyvdura - a subcutaneous combination therapy that paired Vyvgart with
vorhyaluronidase alfa - was launched, which offered shortened administration time vs. Vyvgart, which is
given via IV infusion. Imaavy positions itself as a "best-in-class" FcRn blocker by addressing the gaps left
by Vyvgart and Rystiggo. It also covers the broadest target population as it is approved for adults and
pediatric patients aged 12 years and older, making it the world’s first FcRn blocker for gMG in this

pediatric population.

Overseas Status: Imaavy received approval from the U.S. FDA in April 2025 and was subsequently
granted EU marketing authorization by the European Commission in November 2025, following a positive

opinion from the European Medicines Agency (EMA).
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Imdelltra: The First TCE approved for any Solid Cancer

Drug Profile - Imdelltra

Molecule T Biologics(mAb Molecul Brand Imdellt

poleculeype  PolodiesmAD) MOl recombination) o S
: i ial (IV Soluti

Launch Month {April 2025 {Form {Injection zStrength Tmg/vial (IV Solution

‘Tarlatamab (genetical

‘Stabilizer supplied)

Therapeutic Classes™

iAntineopIastics

{
{

}Mechanism of Action

endlzm) T cell-mediated cytotoxicity

Therapeutlc Classes? ";(MOA) i

Grdlevel)  Antineoplastics S e e
Indication Small cell lung cancer that has progressed after chemotherapy

Manufacturer Amgen ’_!‘.’.'?._r.'ff‘:.t?.r. ........................ 5_5.’_‘?_9??‘. ................................... ’.9?'.9_'9?_?_‘?_7.5. .................... iAmgen
Price Maintenance Applied >Un|t Price (at the time $¥137 100, ¥1,326,870 %Peak Sales (Predicted” );¥24_7 Billion

Premium (PMP) ;of first listing) l

Total Sales of the Therapeutic Category (Monoclonal Antibody Antineoplastics) “

10 Billion

%
198%

Contrlbutlon of the Brands in the Category (Monoclonal Antibody Antlneoplastlcs)
Hospltal (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antlneoplastlcs)

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Imdelltra was approved in December 2024 for the treatment of small cell lung cancer (SCLC) that has
progressed after chemotherapy. However, it skipped the listing in March and was NHI listed in April 2025.
Imdelltra is a first-in-class bispecific antibody that targets both DLL3 and CD3. The drug was developed

based on Amgen’s bispecific T-cell engager (BiTE) immuno-oncology platform.

Pricing & Peak Sales Potential: Imdelltra was priced by the comparator method (I) referring to Janssen's
Rybrevant (amivantamab). Supported by its solid data, it was granted a usefulness premium of 45%.
Designated as an orphan drug, Imdelltra was also eligible for the marketability premium (15%) because of
its speedy development in Japan. It was developed in Japan without a major delay from overseas, despite
the limited number of patients requiring third-or later-line treatments. As per data submitted to the
Chuikyo, it is expected to generate peak sales of ¥24.7 billion in its sixth year on the market, treating
about 1,800 patients. Imdelltra will also be subject to the cost-effectiveness assessment (CEA) under the

"H1" category and will be eligible for the post-launch price maintenance premium (PMP).
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Indication: SCLC is the second most common type of lung cancer after NSCLC. It accounts for
approximately 15% of all lung cancers, and it is estimated that more than 330,000 people worldwide are
newly diagnosed with SCLC each year. It is one of the most aggressive and serious solid tumors,
characterized by its extremely rapid growth rate and tendency to metastasize early. The long-term

prognosis for SCLC is poor, with a reported 5-year relative survival rate of less than 10% across all stages.

Clinical Data: The Japanese approval was backed by the positive results from the global, multicenter,
open-label Phase Il DelLLphi-301 trial that evaluated the efficacy, safety, tolerability, and pharmacokinetics
(PK) of Imdelltra in patients with advanced or recurrent SCLC that had progressed after cancer
chemotherapy including platinum-based agents. In the DelLLphi-301 trial, the primary endpoint, the
objective response rate (ORR) based on blinded independent central review (BICR), was 41.4% (97.5%
confidence interval: 30.3-53.2) in the Imdelltra 10 mg group. No major safety signals were observed

compared to the Phase | trial.

Positioning & Market Potential: Imdelltra represents a historic turning point in the treatment of SCLC,
marking the first new treatment for patients who have progressed after chemotherapy in nearly two
decades. As a first-in-class TCE, it utilizes a dual-action mechanism: one arm binds to DLL3 while the
other engages CD3 on T cells, enabling the immune system to recognize and destroy the cancer. DLL3 is
expressed on the surface of SCLC cells in approximately 85% to 96% of SCLC patients, and is expressed

very little in normal cells, making DLL3 a promising therapeutic target for SCLC patients.

The prognosis for SCLC remains exceptionally poor, especially following recurrence, and treatment
options have been stagnant for years. Imdelltra has demonstrated efficacy in third-line or later-line
settings—a space where no standard of care previously existed. Consequently, Imdelltra is recommended

for this indication in domestic guidelines.
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Overseas Status: In May 2024, Imdelltra received regulatory approval in the United States based on a

Priority Review. It is also approved in multiple other countries and regions including Canada, Brazil, Israel,

Hong Kong, the United Kingdom, and Taiwan. In the EU, however, it is still under review.
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Lunsumio: A Novel TCE for Follicular Lymphoma

Drug Profile - Lunsumio

‘Mosunetuzumab (genetical

‘Lunsumio

Molecule T Biologics(mAb Molecul Brand

olecule Type 3 iologics(mAb) ; olecule | mbination) 'Bran ‘

Launch Month ‘March 202 iF Injecti h i '
aunch Mont| 3 arch 2025 ) orm gnjectlon EStrengt '30mg/30mLyvial

Therapeutic Classes® |, . ) i
P {Antineoplastics

(2nd level) 1 'Mechanism of Action | . .
---------------- e I P ZT cell-mediated cytotoxicity
Therapeutic Classes {Monoclonal Antibody {(MOA) |
(3rd level) iAntineopIastics i i
Indication iReIapsed or refractory follicular lymphoma (FL)
Manufacturer (Chugai Pharmaceutical Marketer Chugai Pharmaceutical Originator/s Genentech
Price Maintenance 5 {Unit Price (at the time ! .| -
rice Ml Applied jUnit Price ( Me 3717, ¥2393,055 ‘Peak Sales (Predicted™) ¥266 Billion
Premium (PMP) ‘of first listing) f i {

Total Sales of the Therapeutic Category (Monoclonal Antibody Antineoplastics)  ~ ¥12108ilion
Contribution of the Brands in the Category (Monoclonal Antibody Antineoplastics) *
Hospital (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antineoplastics) ™

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Lunsumio was launched in March 2025 as a new bispecific antibody. It is a CD20/CD3 T cell-engaging
bispecific antibody designed to target CD20 on B cells and CD3 on T cells. It is specifically indicated for
patients with relapsed or refractory (r/r) follicular lymphoma (FL) following at least two standard

treatments.

Pricing & Peak Sales Potential: Lunsumio was priced using the comparator method (I) against
Genmab'’s Epkinly. As per data submitted to the Chuikyo, it is expected to generate peak sales of ¥28.6
billion in its 10th year, with an anticipated patient number of 1,200. Just about two months after the
launch, Lunsumio became subject to a ‘spillover’ price reduction due to price-cuts imposed on its

comparator Epkinly in August under the cost-effectiveness assessment (CEA) scheme.
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Indication: FL is a type of lymphoma that occurs when B lymphocytes, a type of white blood cell, become
cancerous. At diagnosis, 70-85% of patients have reached an advanced stage. Generally, the progression
is slow, and chemotherapy is initially effective, but multiple recurrences occur in many cases. Frequent
recurrences can make it difficult for existing treatments to be effective, and new highly effective
treatments are needed. As per the National Cancer Center Japan, the total number of patients diagnosed
with malignant lymphoma in 2023 was 37,601, approximately 9,000 people reportedly become afflicted

with FL each year in Japan.

Clinical Data: This Japan approval was backed by the results of a Japanese Phase | study (FLMOON-1)
conducted in 19 patients with r/r FL who had received two or more prior standard therapies, as well as an
overseas Phase I/l clinical trial in the same patient population (n=90). In both studies, the efficacy and

safety of this drug were evaluated as a monotherapy.

In the FLMOON-1 study, the complete response rate (CRR), which was the primary endpoint as assessed
by an independent review facility (IRF), was 68.4% (90% Cl: 47.0-85.3%). In the overseas Phase I/l study,
the primary endpoint, CRR as assessed by an IRF, was 57.8% (95% Cl: 46.9-68.1%).

Positioning & Market Potential: A number of treatment options for relapsed FL are available in Japan,
including CAR-T cell therapies and bispecific antibodies. As per some experts, a key feature of Lunsumio
is its fixed-duration treatment that can be stopped based on the patient’s response. In contrast,

conventional treatments require continuous long-term administration.

The treatment period for Lunsumio is 21 days per cycle with varying dosages. At the end of the eighth
cycle, patients who have achieved a complete response will stop administration, while those who have

reached stable disease status or a partial response will continue treatment for up to a total of 17 cycles.

Due to this feature, Lunsumio is considered to offer a unique "fixed-duration" course; treatment stops

once a specific clinical milestone is reached, giving the patient a "treatment-free" interval.
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Overseas Status: Lunsumio is fully approved both in the United States and the European Union for the

treatment of adult patients with r/r FL who have received at least two prior lines of systemic therapy.

In the USA, the intravenous (IV) formulation was first approved in December 2022—marked as the first

bispecific antibody approved for FL in the country. Subsequently, the subcutaneous (SC) version was

approved in December 2025.
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Molecule Type
Launch Month
Therapeutic Classes™
(2ndlevel)
Therapeutic Classes
EIE B

Indication Acute treatment and suppression of migraine attacks
Manufacturer :Pfizer ‘Marketer |Pfizer }Originator/s {Yale University

~_iSmall Molecule

December 2025

:Analgesics

Price Maintenance
Premium (PMP)

Hospital (=100 beds) Sales Ratio in the Category (Anti-migraine Preparations) 124%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4...therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Nurtec is the first drug from the ‘oral CGRP-inhibitor’ class, also known as Gepants. Nurtec was filed in
Japan in November 2024 and was approved in September 2025. It was added to the NHI price list in
November 2025.

Pricing & Peak Sales Potential: Nurtec was priced by the comparator method () and was granted a 5%
usefulness premium (ll). It is also eligible for the PMP and will be subject to CEA (under H1 category). As
per data submitted to the Chuikyo, its peak sales are projected at ¥21.8 billion in its fifth year on the
market, with an estimated 120,000 patients expected to be treated.

Indication: Migraine is characterized by a debilitating headache, including moderate to severe throbbing
pain that lasts for 4 to 72 hours. Nausea and vomiting are common, and many migraine patients
experience hypersensitivity, finding light, sound, and smells unpleasant. More than 90% of patients
experience disruption to their daily lives during attacks, indicating a high unmet need for migraine

treatment.
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Global prevalence is estimated at approximately 14%, with about 8.4% of Japanese adults affected. As per
the Ministry of Health, Labour and Welfare (MHLW) survey, the total number of patients diagnosed with
‘Migraine and other headache syndromes’ in Japan was 342,000 in 2023. Prevalence was higher among

women, who accounted for 78% of total cases.

CGRP is a peptide which is found abundantly in the sensory nerves of the head and neck. It is involved in
pain signaling and its levels increase during migraine attacks. It is considered to play a causative role in
migraine induction. CGRP inhibitors block these effects and have been shown to be effective in migraine

management.

Clinical Data: The Japanese approval was supported by favorable results from a domestic Phase Il trial
(BHV3000-309 trial) and a domestic Phase II/11l trial (BHV3000-313 trial). The Phase Il trial evaluated the
efficacy and safety of rimegepant vs placebo, administered every other day, for migraine prevention
therapy in patients aged 18 years or older. The Phase II/lll trial, on the other hand, evaluated the efficacy
and safety of rimegepant vs placebo for the acute treatment during moderate to severe migraine attacks

in the same age group.

Positioning & Market Potential: The Japanese "Antimigraine Preparations" market reached ¥39.1 Billion
in FY2025. This segment is currently undergoing a period of rapid expansion, primarily driven by the

introduction and adoption of CGRP inhibitors.

The market's transformation began in 2021 with the launch of three mAbs targeting the CGRP pathway
for migraine prevention (Emgality, Ajovy and Aimovig). These treatments have seen strong clinical
uptake, with reports indicating a significant reduction in headache frequency for approximately 70% of
treated patients. The Japanese Headache Society (JHS) facilitated this transition by issuing provisional
guidelines to standardize their use. However, despite high efficacy, they offer a disadvantage of high

treatment costs and the patient burden associated with subcutaneous injections.

We insist that you must read the terms of use at the end of this report (the "Terms of Use").

Anyone who has read the report is deemed to have agreed to the Terms of Use.

Research Report | Copyright © 2026 Encise Inc. All Rights Reserved.
Unauthorized quoting, copying and reproduction of the contents of this report are prohibited.



Nurtec is the first drug from the ‘oral CGRP-inhibitor’ class, also known as Gepants. Unlike mAbs, they

rapidly penetrate the brain and exert their effects quickly. Being an oral drug, Nurtec offers a natural
advantage of convenience. However, another oral contender Aquipta (atogepant) was approved by the

MHLW in February 2026 and was listed in NHI drug price standard and launched in April 2026.

Overseas Status: Nurtec ODT (rimegepant) is currently approved for both acute and preventive
treatment of migraine in the USA and the European Union. Notably, it was the first CGRP receptor
antagonist to receive a "dual-indication" approval for both uses. The US FDA approved it for acute

treatment in February 2020 and for preventive treatment in May 2021.
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Pluvicto: The First Radioligand Therapy (RLT) in the Class
Drug Profile - Pluvicto
| | |Lutetium (177Lu) vipivotide | s
Molecule Type iRadiopharmaceuticals Molecule utetium ( u) vipivotide ‘Brand {Pluvicto
,%te"raxetani
Launch Month ‘November 2025 Form {Injection |Strength 17.4GBg/vial
Therapeutic Classes™ iAntineo lastics | |
(nd level) L p ________________________________ ZMechanism of Action %177Lu-|abeled PSMA ligand binds to PSMA expressed in prostate cancer and
i {(MOA emits beta rays
Uit s All Other Antineoplastics i‘( ) z y
G level)
Indication ﬁPSMA positive castration-resistant prostate cancer with distant metastasis
Manufacturer  NovartisPharma  Marketer NovatisPharma (Orginator/s Endocyte RadioMedix
Price Maintenance : . {Unit Price (at the time |
‘Applied 1¥3,389,878
Premium (PMP) ._)of firstlisting) |~

Total Sales of the Therapeutlc Category (AII Other Antlneoplastlcs) o
Contrlbutlon of the Brands in th Category (AII Other A |neop|ast s)

Hospltal (=100 beds) Sales Ratio in the Category (All Other A'ntlrieorblas'tlcé)

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4...therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Pluvicto was approved in September 2025 for the treatment of Prostate-Specific Membrane Antigen
(PSMA)-positive metastatic castration-resistant prostate cancer (mCRPC), marking the first radioligand
therapy (RLT) in this class in Japan. This approval represents a strategic entry of targeted radionuclide
therapy into prostate cancer management, addressing a high unmet need in advanced disease settings

and positioning Pluvicto as a clinically differentiated option.

Pricing & Peak Sales Potential: Pluvicto had the highest peak-sales potential among the drugs listed in
November. As per documents submitted to the Chuikyo, Pluvicto is expected to achieve peak sales of
¥42 .1 billion approximately five years after launch, assuming around 3,000 treated patients. As there was
no appropriate comparator, the NHI price was set by the cost-based method. It received a 5% usefulness
premium in recognition of its novel mechanism of action and proven efficacy in chemotherapy-resistant
mCRPC. However, because its cost disclosure rate fell below 50%, the premium coefficient was set to zero,
effectively nullifying the add-on. Pluvicto is also subject to the post-launch PMP and designated for CEA
(category HT).
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As Pluvicto uses PET imaging to confirm PSMA positivity, two related diagnostic products—Locametz

(gallium (68Ga) gozetotide) and GalliaPharm (68Ge/68Ga generator)—were also approved alongside.

Indication: Prostate cancer is the most common cancer among men in Japan. As per the National Cancer
Center, the total number of patients diagnosed with prostate cancer in 2021 was about 96,000.
Furthermore, approximately 14,000 deaths from prostate cancer occur annually in 2021, and this figure is
expected to increase further as the population ages. In mCRPC, prostate cancer has progressed to the
point where hormone therapy is no longer effective. It is estimated that more than 10,000 new patients

with mCRPC are diagnosed annually in Japan.

Pluvicto is indicated for adult patients with PSMA-positive mCRPC whose disease has progressed despite
standard androgen receptor pathway inhibition and chemotherapy. PSMA-positive mCRPC constitutes a
late stage of prostate cancer characterized by continued tumor growth despite systemic androgen
depletion and resistance to conventional hormonal therapies. At this stage, effective treatment options
aim to improve survival rates and maintain quality of life (QOL). Pluvicto is expected to address this

unmet medical need as Japan's first RLT.

Clinical Data: The Japanese approval was based on global Phase Il data from the B12302/PSMAfore and
A12301/VISION trials in PSMA-positive mCRPC patients who progressed after androgen receptor
pathway inhibitors (ARPIs). Both randomized studies met their primary endpoint of improved
radiographic progression-free survival (rPFS) and showed favorable trends in overall survival (OS) versus
control arms, supporting regulatory approval. In the trials, the safety profile was found to be consistent

with radioligand therapy, with manageable hematologic toxicities, nausea, and fatigue.
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Positioning & Market Potential: Pluvicto occupies a distinct therapeutic position as the “fourth pillar”
of prostate cancer management, complementing surgery, radiation, hormone therapy, and
chemotherapy. In Japan, the current standard of care for mCRPC includes ARPIs such as enzalutamide
and abiraterone, taxane-based chemotherapies including docetaxel and cabazitaxel (Jevtana), and the

alpha-emitter radium-223 (Xofigo), which is restricted to patients with bone-only metastases.

Within this landscape, Pluvicto demonstrates meaningful differentiation. Unlike Xofigo, which is limited to
bone-only metastases, Pluvicto can target both bone and visceral metastases, provided they express
PSMA. Clinically, it has shown superior overall survival benefits, thereby addressing a critical unmet need
in later-line mCRPC management. Novartis is also expected to pursue an mHSPC indication in Japan, with
approval anticipated by late 2026. Approval in this earlier setting could substantially expand the

addressable patient population.

From a competitive standpoint, there are currently no other approved PSMA-targeted radioligand
therapies (PSMA-RLTSs) in Japan. However, some late-stage pipeline assets are progressing; for example,
TLX591 (Telix Pharma) is an antibody-based PSMA-targeted radioligand therapy that may offer

differentiated pharmacokinetics and dosing intervals.

The principal commercial risk for Pluvicto is not direct competition but rather radioligand supply chain
constraints. Given the short half-life of lutetium-177 and the logistical complexity of radiopharmaceutical
distribution, manufacturing reliability is critical. To mitigate this risk, Novartis is investing in a dedicated
radioligand therapy manufacturing facility in Japan. This localized production capability is designed to
secure a stable isotope supply and reduce dependence on European manufacturing sites, thereby

strengthening long-term market sustainability in Japan.

Overseas Status: Pluvicto has been approved in major overseas markets, including the United States,
where the FDA expanded its indication in March 2025 to include broader mCRPC populations based on

Phase Ill trial data. It is also approved across the European Union and multiple other countries.
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Drug Profile - Talvey

‘Talquetamab (genetical 3
au 9 I ’Brand iTalvey

Molecule Type B | Ab iMoIec le
AAUA)ip e ' OQICS(m )LAEJAAAA %recombma’uon) rw,,m,M,,,M,,M,A e
3 ! T '3mg/1.5mL/vial,
Launch Month iAugust 2025 %Form ilnjectlon :,Strength §40mg/1mL/1viaI
: 2 :
Therapeutic Classes Antineoplastics . ; ’
(2nd level) ] {Mechanism of Action f
--------------------------------- T T cell-mediated cytotoxicity
Therapeutic Classes© iMonoclonal Antibody {(MOA) }
Grdlevel) .o Antineoplastics . I e
Indication ‘Recurrent or refractory muIt|pIe myeloma (limited to cases where standard treatment is difficult)

{
{

;Janssen Pharmaceutical

Manufacturer Uanssen Pharmaceutical zOr|g|na‘tor/s

Premium (PMP) _ioffirstlisting) .

TotaI Sales of the Therapeutlc Category (Monoclonal Antlbody Antlneoplastlcs)

fthe Brands in the Category (Monoclonal dy Antlneoplastlcs) &
Hospital (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antlneoplastlcs) 198%

-

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

The approval of Talvey in June 2025 marked a significant milestone as the first T-cell engager (TCE) to
target GPRC5D (G protein-coupled receptor class C group 5 member D). By binding simultaneously to the
CD3 receptor on T cells and GPRC5D on multiple myeloma (MM) cells, Talvey activates the immune
system to attack this novel, highly expressed antigen. This approval follows the March 2025 launch of
Janssen'’s other TCE, Tecvayli (teclistamab), which targets BCMA and CD3.

Pricing & Peak Sales Potential: Talvey, the first bispecific antibody to target the GPRC5D receptor, was
priced using Janssen's own Tecvayli (teclistamab) as the comparator under the comparator method (l). It
received a 35% usefulness premium (I) based on its novel mechanism and trial results in relapsed or
refractory (r/r) MM patients previously treated with BCMA-targeted CAR-T therapies or bispecific
antibodies. Talvey's peak sales are forecast at ¥25.6 billion in its 10th year with 886 patients. The drug
also qualifies for the PMP and holds an orphan drug designation. It will also be subject to the cost-

effectiveness assessment (CEA) under the "H1" category.

We insist that you must read the terms of use at the end of this report (the "Terms of Use").

Anyone who has read the report is deemed to have agreed to the Terms of Use.

Research Report | Copyright © 2026 Encise Inc. All Rights Reserved.
Unauthorized quoting, copying and reproduction of the contents of this report are prohibited.
31



Indication: MM is a cancer that originates in plasma cells. Malignant cells accumulate in the bone
marrow, where they displace and suppress healthy blood cells. MM is also characterized by bone pain,
osteoporosis and destructive lytic bone lesions. Anemia is also a common symptom found in most MM

patients.

As per the National Cancer Centre (NCC) data in Japan, the total number of newly diagnosed cases of
MM in 2021 was 7,756 (all genders). However, new drugs and medical advancements have significantly
improved the treatment rates over the recent years. The NCC data estimated the 5-year relative survival
rate (between 2009 and 2011) at 42.8% (male 41.9%, female 43.6%), compared to 30.0% between 1993
and 1996.

Clinical Data: The Japanese approval was supported by results from the global Phase I/l MonumenTAL-1
study and the domestic Phase | MMY 1003 program. Both studies included adult patients with r/r MM. In
these trials, Talvey showed a durable response and favorable safety profile in patients with or without

prior T-cell redirection therapy.

Positioning & Market Potential: The therapeutic paradigm for r/r MM has entered a new era with the
recent arrival of TCEs. While proteasome inhibitors, immunomodulatory agents, and anti-CD38 antibodies

were used conventionally, a therapeutic gap remained for triple-class refractory patients.

The landscape is now defined by three bispecific antibodies. Pfizer's Elrexfio (launched May 2024) and
Janssen'’s Tecvayli (March 2025) are first-in-class agents targeting BCMA. However, Talvey distinguishes
itself from the other two by targeting GPRC5D. This molecular difference provides Talvey's primary
competitive advantage; it allows for sequential immunotherapy, as Talvey remains effective in patients
non-responsive to BCMA-targeted treatments and vice versa. By bridging CD3-positive T cells to the
novel GPRC5D antigen, Talvey provides a vital therapeutic alternative, effectively expanding the treatment

horizon for patients who have developed resistance to standard medications.
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Overseas Status: In August 2023, the drug received accelerated approval in the US and conditional

marketing authorization in Europe under the brand name of Talvey. In both regions, it is approved for the

same indication as in Japan i.e., r/r MM.
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Tevimbra: The Latest Contender in the Competitive Checkpoint Inhibitor Space

Drug Profile - Tevimbra

Molecule Type Biologics(mAb) Molecule T|s|e||zu'maif> (genetical Brand Tevimbra
recombination)

Launch Month July 2025 Form Injection Strength 100mg/10mL/vial

Therapeutic Classes™ Antineoplastics . ‘

(2nd level % - Mechanism of Action Inhibition of PD-1/PD-L1 ligand binding

Therapeutic Classes Monoclonal Antibody (MOA)

(3rd level) Antineoplastics

Indication Unresectable advanced or recurrent esophageal cancer

Manufacturer BeiGene Japan Marketer BeiGene Japan Originator/s BeiGene

Price Maintenance
Premium (PMP)

Not applied

Unit Price (at the time
of first listing)

¥214,498

Peak Sales (Predicted )

¥40.6 Billion

Total Sales of the Therapeutic Category (Monoclonal Antibody Antineoplastics) ™

¥1,210 Billion

Contribution of the Brands in the Category (Monoclonal Antibody Antineoplastics) ™

95%

Hospital (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antineoplastics)

98%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4...therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Tevimbra was approved in March and listed in May 2025 for the treatment of unresectable advanced or

recurrent esophageal squamous cell carcinoma (ESCC). As a next-generation anti-PD-1 immunotherapy, it

broadens treatment options in the heavily competitive checkpoint inhibitor space.

Pricing & Peak Sales Potential: Tevimbra had the highest peak-sales potential among the drugs listed
in May 2025. As per data submitted to the Chuikyo, it is expected to generate peak sales of ¥40.6 billion

in its eighth year on the market, treating 5,400 patients. Tevimbra was priced under the “similar efficacy

comparison method ()" and was benchmarked against established anti-PD-1 agents.
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Indication: As per data from the National Cancer Center, the total number of patients diagnosed with
esophageal cancer was about 26,000 in 2021. Esophageal cancer is a leading cause of cancer death in
Japan. It is primarily classified into two types: ESCC and esophageal adenocarcinoma, with ESCC
accounting for approximately 90% of cases worldwide. ESCC develops from the squamous epithelium, the
original mucosa of the esophagus, and is particularly prevalent in East and Central Asia, and some regions
of Africa. Also, it is more prevalent in people aged 60 or older, with a reported male-to-female ratio of
3:1. ESCC is often associated with smoking and alcohol consumption. It is frequently diagnosed at late
stages due to the lack of early symptoms, leading to a 5-year survival rate of less than 20% for advanced

cases.

Clinical Data: The Japanese approval was backed by the evidence from global Phase IlI trials RATIONALE-
306 and RATIONALE-302. The RATIONALE-306 trial demonstrated that adding tislelizumab to
chemotherapy improved overall survival as a first-line treatment. The RATIONALE-302 trial proved that
tislelizumab offered better survival than chemotherapy as a second-line treatment. The trials included

Japanese subsets, and the safety profiles were found to be aligned with known PD-1 inhibitors.

Positioning & Market Potential: The current standard therapeutic paradigm for advanced ESCC
treatment involves chemotherapy and immune checkpoint inhibitors (ICls) (e.g., Opdivo and Keytruda) as
monotherapy or in combination regimens. PD-1 inhibitors have rapidly become central, with adoption
driven by survival gains and manageable toxicity. Although Tevimbra enters as the fourth anti-PD-1
agent, it is distinguished by its distinct structure. Tevimbra is designed to limit the clearance of T cells by
macrophages; this feature is expected to enhance anti-tumor immune responses. The robust clinical data

of Tevimbra supports its structural advantage.

Tevimbra is positioned to compete across first-line (in combination) and later-line monotherapy offerings.
Given Japan's ageing population and high ESCC burden, Tevimbra's incremental benefit over existing
therapies should support meaningful uptake. Long-term success, however, will depend on strategic

positioning against strong competitors and effective expansion of its clinical use.
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Overseas Status: In the USA, Tevimbra was initially approved in March 2024 for ESCC. Later, it was

approved in December 2024 for gastric or gastroesophageal junction (G/GEJ) cancers and in March 2025
for first-line ESCC.

In the European Union, Tevimbra is approved for multiple indications, including non-small cell lung
cancer (NSCLC), small cell lung cancer (SCLC), G/GEJ adenocarcinoma, oesophageal squamous cell

carcinoma (OSCC) and nasopharyngeal carcinoma (NPC).
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Molecule Type iSmall Molecule ;Molecule |Belzutifan _|Brand ‘Wellreg

Launch Month §August 2025 {Form \Tablet Strength 40mg/tablet
Therapeutic Classes® ‘
(2nd level)

Therapeutic Classes

{

iAntineopIastics

i : ion |
Mech f Act |
FHEEIRREMIOTACHEN {Inhibition of hypoxia-inducible factor-2 alpha (HIF-2a)

B el
L Von Hippel-Lindau dlsease associated tumors
Indication .
i- Radical unresectable or metastatic renal cell carcinoma that has worsened after cancer chemotherapy
Manufacturer  MSD  Marketer  MSD  Orginator/s  Peloton Therapeutics
Price Maintenance i ‘Unit Price (at the time
: ‘Applied ’ ‘ Z¥21 916.8 ?Peak Sales (Predicted” );¥4o.4 Billion
Premium (PMP) ! )of first listing) | | .

Total Sales of the Therapeutlc Category (All Other Antlneoplastlcs) 4

Contrlbutlon of the Brands i in the Category (AII Other Ant|neop|ast|cs)

Hoépltél (=100 beds) Sales Ratio in the Category (All Other Antlneoplastlcs)

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4...therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures

Welireg was NHI-listed & launched in August 2025 for the treatment of tumors associated with VHL
disease, and for advanced/metastatic RCC that has progressed following prior cancer chemotherapy. As a
first-in-class hypoxia-inducible factor-2 alpha (HIF-2a) inhibitor, Welireg represents a paradigm shift from
surgical intervention to systemic pharmacotherapy, offering a non-invasive option for a population with

high unmet needs.

Pricing & Peak Sales Potential: Welireg was priced by the cost-based method. The high innovation
premium (75%) was granted to it for being the first HIF-2a inhibitor, the first therapy indicated for VHL-
associated tumors, and the first systemic treatment for the disease, as well as for its efficacy shown in the
clinical trials. Additionally, it was granted a 15% marketability premium based on its orphan designation.
However, both the premiums were nullified under the “zero” coefficient rule due to low levels of

manufacturing cost disclosure.
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As per documents submitted to the Chuikyo, the peak sales are projected at ¥40.4 billion in its ninth year
on the market, with 1,900 patients anticipated. Although the launch premiums were entirely removed,
Welireg will be eligible for the post-launch price maintenance premium (PMP). Also, it is subjected to

Cost-effectiveness evaluation (CEA).

Indication: Welireg is approved in Japan for unresectable or metastatic renal cell carcinoma (RCC) after
prior systemic therapy. RCC accounts for ~90% of kidney cancers. As per the National Cancer Center
database, the total number of diagnosed patients with kidney and urinary tract cancers (excluding
bladder) was 30,623 in 2021 in Japan. VHL disease is a rare genetic disease caused by a genetic mutation
in the VHL tumor suppressor gene. When VHL is inactivated, proteins known as hypoxia-inducible factors
can accumulate, leading to the growth of both benign and malignant tumors. VHL is estimated to affect 1

in 36,000 people globally. It affects an estimated 600-1,000 people in Japan.

Clinical Data: The approval was supported by data from two key clinical trials: the global Phase Ill trial
LITESPARK-005 and the Phase Il trial LITESPARK-004. LITESPARK-005, a randomized study, enrolled 746
patients with unresectable, locally advanced, or metastatic clear cell RCC whose disease had progressed
following prior treatment with both a PD-1/L1 inhibitor and VEGF receptor-targeted therapy. In this
setting, belzutifan demonstrated a statistically significant and clinically meaningful improvement in PFS
compared with everolimus. Meanwhile, the LITESPARK-004 trial enrolled 61 patients with VHL disease-
associated RCC who had at least one measurable lesion, had received no prior systemic therapy, and did
not require immediate surgery. In this cohort, belzutifan achieved an Objective Response Rate (ORR) of

63.9%.

Positioning & Market Potential: The first-line treatment for advanced RCC in Japan is predominantly
driven by ICl-based combination regimens (e.g. ICI-ICI and ICI-VEGF TKI combinations). In subsequent
lines, vascular endothelial growth factor (VEGF) tyrosine kinase inhibitors (TKIs) such as cabozantinib and

axitinib remain widely utilized, alongside mTOR inhibitors (everolimus) in selected patients.
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Welireg differentiates itself through direct inhibition of HIF-2q, targeting a key oncogenic driver
downstream of von Hippel-Lindau (VHL) loss. This mechanism is distinct from VEGF pathway blockade or
immune modulation. Its oral, once-daily administration provides dosing convenience and may represent
an attractive option for patients who are intolerant to further TKl-associated toxicities. Welireg is
expected to be positioned primarily in the third-line setting following prior exposure to ICl-based therapy

and VEGF TKls.

Overseas Status: The US FDA approved Welireg in August 2021 for VHL disease-associated tumors(RCC,
central nervous system hemangioblastoma, and pancreatic neuroendocrine tumor). Later in December
2023, its indication was expanded to include advanced RCC following PD-1 and VEGF therapy. In the EU,
the EMA has approved it for similar indications. Welireg is currently being investigated in multiple trials
globally (under the LITESPARK program), including first-line advanced RCC combinations and adjuvant

settings.
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Profile of New Molecular Entities Listed in

2025, excluding the drugs which are

described above

Zeposia
Drug Profile - Zeposia
Molecule Type Small Molecule Molecule Ozanimod hydrochloride  |Brand Zeposia
0.92 le, 1 sheet
Launch Month March 2025 Form Capsule Strength mg/capsule, T shee
(starter pack)

Therapeutic Classes™
(2nd level)

Intestinal Disorder Products

Therapeutic Classes”

Inflammatory Bowel

Mechanism of Action
(MOA)

Sphingosine 1-phosphate (S1P) receptor modulator

(3rd level) Disorder Products
Indication Treatment of moderate to severe ulcerative colitis (UC) (limited to cases where existing treatment is inadequately effective)

The Scripps Research
Manufacturer Bristol-Myers Squibb Marketer Bristol-Myers Squibb Originator/s Institutepp

Price Maintenance
Premium (PMP)

Not applied

Unit Price (at the time
of first listing)

¥4,792.8,¥12,313.3

Peak Sales (Predicted )

¥17.4 Billion

Total Sales of the Therapeutic Category (Inflammatory Bowel Disorder Products) ™ ¥77 Billion
Contribution of the Brands in the Category (Inflammatory Bowel Disorder Products) * 88%
Hospital (=100 beds) Sales Ratio in the Category (Inflammatory Bowel Disorder Products) ™ 57%
Brukinsa
Drug Profile - Brukinsa
Molecule Type Small Molecule Molecule Zanubrutinib Brand Brukinsa
Launch Month March 2025 Form Capsule Strength 80mg/capsule
Therapeutic Classes™ Antineoplastics A .
(2nd level) Mechanism of Action . i o
- & s - Bruton's Tyrosine Kinase (BTK) inhibitor
Therapeutic Classes Protein Kinase Inhibitor (MOA)
(3rd level) Antineoplastics
Indication - Chronic lymphocytic leukemia (including small lymphocytic lymphoma)
- Waldenstrom's macroglobulinemia, lymphoplasmacytic lymphoma
Manufacturer BeiGene Japan Marketer BeiGene Japan Originator/s BeiGene

Price Maintenance
Premium (PMP)

Not applied

Unit Price (at the time
of first listing)

¥6,636.1

Peak Sales (Predicted )

¥17.6 Billion

Total Sales of the Therapeutic Category (Protein Kinase Inhibitor Antineoplastics) ™ ¥563 Billion
Contribution of the Brands in the Category (Protein Kinase Inhibitor Antineoplastics) 95%
Hospital (=100 beds) Sales Ratio in the Category (Protein Kinase Inhibitor Antineoplastics) . 72%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Briviact

Drug Profile - Briviact

Molecule Type

Small Molecule

Molecule

Brivaracetam

Brand

Briviact

Launch Month

April 2025

Form

Injection

Strength

25mg/2.5mL/vial

Therapeutic Classes
(2nd level)

Anti-epileptics

Mechanism of Action

Therapeutic Classes™
(3rd level)

Anti-epileptics

(MOA)

Anti-seizure effect by binding to synaptic vesicle protein 2A (SV2A)

Alternative therapy to oral brivaracetam for the following treatments in patients who are temporarily unable to take orally

Premium (PMP)

of first listing)

Indication . ; . ; o
- Partial-onset seizures with or without secondary generalization
Manufacturer UCB Japan Marketer UCB Japan Originator/s UcB
Price Maintenance ) Unit Price (at the time . - .
e Ml Applied . "ME 2,450 Peak Sales (Predicted) ¥0.18 Billion

Total Sales of the Therapeutic Category (Anti-epileptics) ™ ¥98 Billion
Contribution of the Brands in the Category (Anti-epileptics) ™ 35%
Hospital (=100 beds) Sales Ratio in the Category (Anti-epileptics) ™ 46%
Qalsody

Drug Profile - Qalsody
Molecule Type Nucleic Acid Molecule Tofersen Brand Qalsody
Launch Month March 2025 Form Injection Strength 100mg/15mL/vial

Therapeutic Classes™
(2nd level)

Other CNS Drugs

Mechanism of Action

Therapeutic Classes™

All Other CNS Drugs

(MOA)

Decrease in superoxide dismutase 1 (SOD1) proteins

Originator/s

(3rd level)
Indication Slow progression of functional abilities in amyotrophic lateral sclerosis (ALS) with SOD1 mutations
Center for Neurologic
. . Study, Isis Pharmaceuticals,
Manufacturer Biogen Japan Marketer Biogen Japan uay, s .

Ludwig Institute for Cancer
Research

Price Maintenance
Premium (PMP)

Applied

Unit Price (at the time

of first listing)

¥2,788,883

Peak Sales (Predicted )

¥4.7 Billion

Total Sales of the Therapeutic Category (All Other CNS Drugs) ™ ¥189 Billion
Contribution of the Brands in the Category (All Other CNS Drugs) ™ 86%
Hospital (=100 beds) Sales Ratio in the Category (All Other CNS Drugs) 61%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Datroway

Drug Profile - Datroway

Dat t. bd t

Molecule Type Antibody Drug Conjugate  {Molecule @ OP? ama erf‘x E{can Brand Datroway
(genetical recombination)

Launch Month March 2025 Form Injection Strength 100mg/vial

Therapeutic Classes™
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes”
(3rd level)

Monoclonal Antibody
Antineoplastics

(MOA)

Trop-2-directed antibody and topoisomerase inhibitor conjugate

Hormone receptor (HR) positive, HER2

Indication ) .

negative unresectable or recurrent breast cancer after prior chemotherapy
Manufacturer Daiichi Sankyo Marketer Daiichi Sankyo Originator/s Daiichi Sankyo
::;m'?;;:; © Applied g::‘t.r:t”ﬁ:t.(:;)the fMe 1¢311,990 Peak Sales (Predicted™) ¥127 Billion
Total Sales of the Therapeutic Category (Monoclonal Antibody Antineoplastics) ™ ¥1,210 Billion
Contribution of the Brands in the Category (Monoclonal Antibody Antineoplastics) ™ 95%
Hospital (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antineoplastics) ™ 98%

Tecvayli

Drug Profile - Tecvayli

Teclist b tical
Molecule Type Biologics(mAb) Molecule eclis an.'na ) (genetica Brand Tecvayli
recombination)
L 30mg/3mL/vial,
L h Month March 202 F | ti h
aunch Mont| arch 2025 orm njection Strengt| 153mg/1.7mLvial

Therapeutic Classes™
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes™

Monoclonal Antibody

(MOA)

T cell-mediated cytotoxicity

(3rd level) Antineoplastics
Indication Relapsed or refractory multiple myeloma (RRMM) (limited to cases where standard treatments are difficult)

Genmab, Janssen Research
Manufacturer Janssen Pharmaceutical Marketer Janssen Pharmaceutical Originator/s

& Development

Price Maintenance
Premium (PMP)

Applied

Unit Price (at the time
of first listing)

¥216,930, ¥1,081,023

Peak Sales (Predicted )

¥8.7 Billion

Total Sales of the Therapeutic Category (Monoclonal Antibody Antineoplastics) ™ ¥1,210 Billion
Contribution of the Brands in the Category (Monoclonal Antibody Antineoplastics) ™ 95%
Hospital (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antineoplastics) ™ 98%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4.therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Andembry

Drug Profile - Andembry

Molecule Type Biologics(mAb) Molecule Garadac.|ma1.b (genetical Brand Andembry
recombination)

Launch Month April 2025 Form Injection Strength 200mg/1.2mL/kit

Therapeutic Classes All Other Haematological

(2nd Ievel). 3 Agentf - Mechanism of Action Inhibition of activated blood coagulation factor

Therapeutic Classes Hereditary Angioedema (MOA)

(3rd level) Products

Indication Prevention of acute attacks of hereditary angioedema

Manufacturer CSL Behring Marketer CSL Behring Originator/s CSL Behring

Price Maintenance Applied Unit Price (at the time ¥3037.716 Peak Sales (Predicted™) ¥8.4 Billion

Premium (PMP) of first listing)

Total Sales of the Therapeutic Category (Hereditary Angioedema Products) ™ ¥11 Billion

Contribution of the Brands in the Category (Hereditary Angioedema Products) * 100%

Hospital (=100 beds) Sales Ratio in the Category (Hereditary Angioedema Products) 57%

Beyonttra

Molecule Type Small Molecule Molecule Acoramidis hydrochloride  |Brand Beyonttra

Launch Month May 2025 Form Tablet Strength 400mg/tablet

Therapeutic Classes™ Cardiac Therapy . .

(e lsel) o - Mechanism of Action Inhibition of transthyretin (TTR) tetramer dissociation and degeneration

Therapeutic Classes All Other Cardiac (MOA)

(3rd level) Preparations

Indication Transthyretin cardiac amyloidosis (wild type and mutant type)

Manufacturer Alexion Marketer Alexion Originator/s Stanford University

Price Maintenance Not applied Unit Price (at the time ¥8995.9 Peak Sales (Predicted™®) ¥14.2 Billion

Premium (PMP) of first listing)

Total Sales of the Therapeutic Category (All Other Cardiac Preparations) “ ¥71 Billion

Contribution of the Brands in the Category (All Other Cardiac Preparations) * 95%

Hospital (=100 beds) Sales Ratio in the Category (All Other Cardiac Preparations) 57%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Livmarli
Drug Profile - Livmarli

Molecule Type Small Molecule Molecule Maralixibat chloride Brand Livmarli
Launch Month June 2025 Form Liquid Strength 1%/30mL/bottle
Therapeutic Classes Biliary Tract and Liver
(2nd level) % D.is'order Prodycts Mechanism of Action Inhibition of bile acid reabsorption
Therapeutic Classes Biliary Tract Disorder (MOA)
(3rd level) Products

Cholestatic pruritus in the below diseases
Indication - Alagille syndrome

- Progressive familial intrahepatic cholestasis
Manufacturer Takeda Pharmaceutical Marketer Takeda Pharmaceutical Originator/s Pfizer
::;’L";"(‘;i;l’:;ce Applied g::rit”ﬁ:t.(:;)the time '3 888,640.7 Peak Sales (Predicted ) ¥7.3 Billion
Total Sales of the Therapeutic Category (Biliary Tract Disorder Products) ™ ¥15 Billion
Contribution of the Brands in the Category (Biliary Tract Disorder Products) ™ 31%
Hospital (=100 beds) Sales Ratio in the Category (Biliary Tract Disorder Products) 4 34%

Tibsovo

Drug Profile - Tibsovo

Molecule Type

Small Molecule

Molecule

Ivosidenib

Brand

Tibsovo

Launch Month

June 2025

Form

Tablet

Strength

250mg/tablet

Therapeutic Classes™
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes™

All Other Antineoplastics

(MOA)

Inhibition of isocitrate dehydrogenase 1 (IDH1)

Premium (PMP)

of first listing)

(3rd level)
Indication IDH1 mutation-positive acute myeloid leukemia
Manufacturer Nihon Servier Marketer Nihon Servier Originator/s Agios Pharmaceuticals
Price Maintenance Unit Price (at the time . .
ce Mai Applied it Price ( "M 1%30,007.6 Peak Sales (Predicted’?) ¥2.6 Billion

Total Sales of the Therapeutic Category (All Other Antineoplastics) ™ ¥77 Billion
Contribution of the Brands in the Category (All Other Antineoplastics) 94%
Hospital (=100 beds) Sales Ratio in the Category (All Other Antineoplastics) 4 85%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Lazcluze

Drug Profile - Lazcluze

Molecule Type

Small Molecule

Molecule

Lazertinib mesilate hydrate

Brand

Lazcluze

Launch Month

May 2025

Form

Tablet

Strength

80mg/tablet, 240mg/tablet

Therapeutic Classes™
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes™

Protein Kinase Inhibitor

(MOA)

Inhibition of EGFR tyrosine kinase with activating and T790M mutations

(3rd level) Antineoplastics
Indication EGFR mutation-positive unresectable advanced or recurrent non-small cell lung cancer
Manufacturer Janssen Pharmaceutical Marketer Janssen Pharmaceutical Originator/s Oscotec

Price Maintenance
Premium (PMP)

Not applied

Unit Price (at the time
of first listing)

¥4,403.3, ¥12,354.7

Peak Sales (Predicted )

¥13 Billion

Total Sales of the Therapeutic Category (Protein Kinase Inhibitor Antineoplastics) ™ ¥563 Billion
Contribution of the Brands in the Category (Protein Kinase Inhibitor Antineoplastics) “ 95%
Hospital (=100 beds) Sales Ratio in the Category (Protein Kinase Inhibitor Antineoplastics) 72%

Tivdak

Drug Profile - Tivdak

Tisotumab vedoti

Molecule Type Antibody Drug Conjugate :Molecule 0 ur.na vedo m' . Brand Tivdak
(genetical recombination)

Launch Month May 2025 Form Injection Strength 40mg/vial

Therapeutic Classes
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes™

Monoclonal Antibody

(MOA)

factor)

Inhibition of cell division and microtubule function (selective binding to tissue

Premium (PMP)

of first listing)

(3rd level) Antineoplastics

Indication Progressive or recurrent cervical cancer that has progressed after chemotherapy

Manufacturer Genmab Marketer Genmab Originator/s Genmab
Price Maintenance Applied Unit Price (at the time ¥252241 Peak Sales (Predicted™) ¥3.5 Billion

Total Sales of the Therapeutic Category (Monoclonal Antibody Antineoplastics) ™ ¥1,210 Billion
Contribution of the Brands in the Category (Monoclonal Antibody Antineoplastics) ™ 95%
Hospital (=100 beds) Sales Ratio in the Category (Monoclonal Antibody Antineoplastics) 98%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Hyqvia

Drug Profile - Hyqvia

pH4-Treated acidic normal
. . human immunoglobulin .
Molecule Type Biologics(not mAb) Molecule and vorhyaluronidase alfa Brand Hyqvia
(genetical recombination)
5g/50mL/set,
Launch Month June 2025 Form Injection Strength 109/100mL/set,
20g/200mL/set

Therapeutic Classes™
(2nd level)

Sera and Gamma-globulin

Mechanism of Action

Therapeutic Classes”

Polyvalent Immuno-

(MOA)

Antigen neutralization/phagocytosis-enhancing action/immunomodulation

(3rd level) globulins - Intramuscular
Indication Aggammaglobulinemia or hypogammaglobulinemia
Manufacturer Takeda Pharmaceutical Marketer Takeda Pharmaceutical Originator/s Baxter International

Price Maintenance

Unit Price (at the time

Applied ¥56,816, ¥112,154, ¥221,382 Peak Sales (Predicted®): ¥2.2 Billion
Premium (PMP) pplie of first listing) eak Sales (Predicted )
Total Sales of the Therapeutic Category (Polyvalent Immuno-globulins - Intramuscular) ™ ¥15 Billion
Contribution of the Brands in the Category (Polyvalent Immuno-globulins - Intramuscular) ™ 100%
Hospital (=100 beds) Sales Ratio in the Category (Polyvalent Immuno-globulins - Intramuscular) 67%
Balversa

Drug Profile - Balversa
Molecule Type Small Molecule Molecule Erdafitinib Brand Balversa
3mg/1tablet, 4mg/1tablet,

Launch Month July 2025 Form Tablet Strength mg/Ttablet, 4mg/1table

5mg/Ttablet

Therapeutic Classes™
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes™

Protein Kinase Inhibitor

(MOA)

Fibroblast growth factor receptor (FGFR) inhibitor

(3rd level) Antineoplastics

Indication Unresectable urothelial cancer with FGFR3 gene mutation or fusion gene that has progressed after cancer chemotherapy
Astex Therapeutics,

Manufacturer Janssen Pharmaceutical Marketer Janssen Pharmaceutical Originator/s P

Newcastle University

Price Maintenance

Unit Price (at the time

¥31,8104, ¥41,501.7,

Premium (PMP) Applied of first listing) ¥51,009.7 B a1 8 Billon
Total Sales of the Therapeutic Category (Protein Kinase Inhibitor Antineoplastics) = ¥563 Billion
Contribution of the Brands in the Category (Protein Kinase Inhibitor Antineoplastics) 95%
Hospital (=100 beds) Sales Ratio in the Category (Protein Kinase Inhibitor Antineoplastics) ™ 72%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4.therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Velsipity

Drug Profile - Velsipity

Molecule Type

Small Molecule

Molecule

Etrasimod L-arginine

Brand

Velsipity

Launch Month

September 2025

Form

Tablet

Strength

2mg/tablet

Therapeutic Classes™
(2nd level)

Intestinal Disorder Products

Mechanism of Action

Therapeutic Classes™

Inflammatory Bowel

(MOA)

Sphingosine-1-phosphate receptor modulator

(3rd level) Disorder Products

Indication Treatment for moderate to severe ulcerative colitis (limited to cases where existing treatments are not sufficiently effective)
Manufacturer Pfizer Marketer Pfizer Originator/s Arena Pharmaceuticals
Price Maintenance Not applied Unit Price (at the time ¥4792.8 Peak Sales (Predicted’) ¥14.3 Billion

Premium (PMP) of first listing)

Total Sales of the Therapeutic Category (Inflammatory Bowel Disorder Products) ™ ¥77 Billion
Contribution of the Brands in the Category (Inflammatory Bowel Disorder Products) 88%

Hospital (=100 beds) Sales Ratio in the Category (Inflammatory Bowel Disorder Products) 4 57%

Pombiliti

Drug Profile - Pombiliti

Cipagl id If

Molecule Type Biologics(not mAb) Molecule \paglucosidase alta g nd Pombiliti
(genetical recombination)

Launch Month October 2025 Form Injection Strength 105mg/vial

Therapeutic Classes
(2nd level)

Other Alimentary Tract and
Metabolism Products

Mechanism of Action

Therapeutic Classes™

Other Alimentary Tract and

(MOA)

Acid alpha-glucosidase enzyme replacement

(3rd level) Metabolism Products
Indication Combination therapy with miglustat for late-onset Pompe disease
Manufacturer Amicus Therapeutics Marketer

Amicus Therapeutics

Originator/s

Amicus Therapeutics

Price Maintenance
Premium (PMP)

Not applied

Unit Price (at the time
of first listing)

¥204,251

Peak Sales (Predicted )

¥1.6 Billion

Total Sales of the Therapeutic Category (Other Alimentary Tract and Metabolism Products) * ¥111 Billion
Contribution of the Brands in the Category (Other Alimentary Tract and Metabolism Products) * 68%
Hospital (=100 beds) Sales Ratio in the Category (Other Alimentary Tract and Metabolism Products) e 67%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Vorzzz
Drug Profile - Vorzzz
Molecule Type Small Molecule Molecule Vornorexant hydrate Brand Vorzzz
2.5mg/tablet, 5mg/tablet,
Launch Month November 2025 Form Tablet Strength mg/tablet, Smg/table

10mg/tablet

Therapeutic Classes™
(2nd level)

Psycholeptics

Therapeutic Classes”

Mechanism of Action
(MOA)

Orexin receptor antagonist

Meiji Seika Pharma

Hypnotics/Sedatives
(3rd level) yp
Indication Insomnia
Taisho Pharmaceutical, L. X X
Manufacturer Taisho Pharmaceutical Marketer Originator/s Taisho Pharmaceutical

Price Maintenance

Unit Price (at the time

Premium (PMP) Not applied of first listing) ¥47.8, ¥71.3,¥106.4 Peak Sales (Predicted)¥11.9 Billion
Total Sales of the Therapeutic Category (Hypnotics/Sedatives) ™ ¥112 Billion
Contribution of the Brands in the Category (Hypnotics/Sedatives) ™ 77%
Hospital (=100 beds) Sales Ratio in the Category (Hypnotics/Sedatives) 31%

Yorvipath
Drug Profile - Yorvipath
Molecule Type Others (Peptide) Molecule Palopegteriparatide Brand Yorvipath
168ug/0.56mL/1kit,
Launch Month November 2025 Form Injection Strength 29419/0.98mL/1kit,

420ug/1.4mL/1kit

Therapeutic Classes™
(2nd level)

Other Hormones

Therapeutic Classes™

Parathyroid Hormones and

Mechanism of Action
(MOA)

Parathyroid hormone replacement

(3rd level) Analogues
Indication Hypoparathyroidism
Manufacturer Teijin Pharma Marketer Teijin Pharma Originator/s Ascendis Pharma

Price Maintenance

Applied

Unit Price (at the time

¥571,509, ¥584,139,

Peak Sales (Predicted )

¥12.9 Billion

Premium (PMP) of first listing) ¥596,310

Total Sales of the Therapeutic Category (Parathyroid Hormones and Analogues) ™ ¥69 Billion
Contribution of the Brands in the Category (Parathyroid Hormones and Analogues) 68%
Hospital (=100 beds) Sales Ratio in the Category (Parathyroid Hormones and Analogues) 30%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4.therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Setaneo

Drug Profile - Setaneo

Molecule Type

Small Molecule

Molecule

Sepetaprost

Brand

Setaneo

Launch Month

October 2025

Form

Eye drops

Strength

0.002%1mL

Therapeutic Classes™
(2nd level)

Ophthalmologicals

Mechanism of Action

Therapeutic Classes™

Miotics and Antiglaucoma

(MOA)

receptors)

Stimulating of prostaglandin receptor (Stimulating of prostanoid EP and FP

(3rd level) Preparations

Indication Glaucoma and/or ocular hypertension

Manufacturer Santen Pharmaceutical Marketer Santen Pharmaceutical Originator/s Ono Pharmaceutical
E::;i':ﬂ: r(‘;i::; e Not applied :JmefTthnEtf:;)t he time 'y a00 Peak Sales (Predicted):¥3.6 Billion

Total Sales of the Therapeutic Category (Miotics and Antiglaucoma Preparations) ™ ¥72 Billion
Contribution of the Brands in the Category (Miotics and Antiglaucoma Preparations) 60%

Hospital (=100 beds) Sales Ratio in the Category (Miotics and Antiglaucoma Preparations) 15%

Vyjuvek

Drug Profile - Vyjuvek

Regenerative Medical

Krystal Biotech Japan

Originator/s

Molecule Type Product Molecule Beremagene geperpavec  Brand Vyjuvek
Launch Month October 2025 Form Gelling Agent Strength 2bottle/1set
Therapeutic Classes® Other Dermatological

(2nd level) . Preparations : Mechanism of Action COL7AT gene replacement

Therapeutic Classes Other Dermatological (MOA)

(3rd level) Preparations

Indication Dystrophic epidermolysis bullosa

Manufacturer Krystal Biotech Japan Marketer

Krystal Biotech

Price Maintenance
Premium (PMP)

Applied

Unit Price (at the time
of first listing)

¥2,955,232.7

Peak Sales (Predicted )

¥18.1 Billion

Total Sales of the Therapeutic Category (Other Dermatological Preparations) ™ ¥16 Billion
Contribution of the Brands in the Category (Other Dermatological Preparations) * 96%
Hospital (=100 beds) Sales Ratio in the Category (Other Dermatological Preparations) ™ 11%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Nexletol

Drug Profile - Nexletol
Molecule Type Small Molecule Molecule Bempedoic acid Brand Nexletol
Launch Month November 2025 Form Tablet Strength 180mg/tablet

Therapeutic Classes™
(2nd level)

LIPID-REGULATING/ANTI-
ATHEROMA PRODUCTS

Mechanism of Action

Therapeutic Classes™

LIPID-REGULATING

(MOA)

Cholesterol biosynthesis inhibitor (adenosine triphosphate citrate lyase inhibitor)

(3rd level) PRODUCTS, OTHER
Indication Hypercholesterolemia, familial hypercholesterolemia
Manufacturer Otsuka Pharmaceutical Marketer Otsuka Pharmaceutical Originator/s Esperion Therapeutics

Price Maintenance
Premium (PMP)

Applied

Unit Price (at the time
of first listing)

¥3715

Peak Sales (Predicted )

¥18.3 Billion

Total Sales of the Therapeutic Category (LIPID-REGULATING PRODUCTS, OTHER) ™ ¥138 Billion
Contribution of the Brands in the Category (LIPID-REGULATING PRODUCTS, OTHER) ™ 45%
Hospital (=100 beds) Sales Ratio in the Category (LIPID-REGULATING PRODUCTS, OTHER) 28%
Bylvay
Drug Profile - Bylvay

Molecule Type Small Molecule Molecule Odevixibat hydrate Brand Bylvay

200 ket,
Launch Month November 2025 Form Granule Strength ug/packe

600ug/packet
Therapeutic Classes Biliary Tract and Liver

Disorder Product: Mechani f Acti

(2nd level) . ‘|s'or er Pro l.JC ] lechanism of Action Bile acid reabsorption inhibitor
Therapeutic Classes Biliary Tract Disorder (MOA)
(3rd level) Products
Indication Pruritis associated with progressive familial intrahepatic cholestasis
Manufacturer IPSEN Marketer IPSEN Originator/s Albireo AB
Price Maintenance Applied Unit Price (at the time ¥29705.1, ¥89,114.7 Peak Sales (Predicted) ¥2.3 Billion

Premium (PMP)

of first listing)

Total Sales of the Therapeutic Category (Biliary Tract Disorder Products) ™ ¥15 Billion
Contribution of the Brands in the Category (Biliary Tract Disorder Products) ™ 31%
Hospital (=100 beds) Sales Ratio in the Category (Biliary Tract Disorder Products) 4 34%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Ibtrozi
Drug Profile - Ibtrozi

Molecule Type Small Molecule Molecule Taletrectinib adipate Brand Ibtrozi
Launch Month November 2025 Form Capsule Strength 200mg/capsule
Therapeutic Classes™ Antineoplastics . .
(2nd level) Mechanism of Action ) X .

- 5 e _— Tropomyosin receptor kinase (TRK) inhibitor
Therapeutic Classes Protein Kinase Inhibitor (MOA)
(3rd level) Antineoplastics
Indication ROS1 fusion gene-positive unresectable, advanced, or recurrent non-small cell lung cancer
Manufacturer Nippon Kayaku Marketer Nippon Kayaku Originator/s Daiichi Sankyo
:Zi.ﬁ”i'?ﬁi??? < Applied of :rztnﬁ:u(:;)t INe vorn Peak Sales (Predicted™) ¥2.1 Billion
Total Sales of the Therapeutic Category (Protein Kinase Inhibitor Antineoplastics) ¥563 Billion
Contribution of the Brands in the Category (Protein Kinase Inhibitor Antineoplastics) 95%
Hospital (=100 beds) Sales Ratio in the Category (Protein Kinase Inhibitor Antineoplastics) 72%

Hernexeos

Drug Profile - Hernexeos

Molecule Type

Small Molecule

Molecule

Zongertinib

Brand

Hernexeos

Launch Month

November 2025

Form

Tablet

Strength

60mg/tablet

Therapeutic Classes™
(2nd level)

Antineoplastics

Mechanism of Action

Therapeutic Classes™
(3rd level)

Protein Kinase Inhibitor
Antineoplastics

(MOA)

HER2 tyrosine kinase inhibitor

Indication

HER2 (ERBB2) gene mutation-positive unresectable, advanced, or recurrent non-small cell lung cancer that has progressed after

chemotherapy

Manufacturer

Nippon Boehringer
Ingelheim

Marketer

Nippon Boehringer
Ingelheim

Originator/s

Boehringer Ingelheim

Price Maintenance

Unit Price (at the time

Premium (PMP) Applied of first listing) ¥13,881.9 Peak Sales (Predicted”) ¥3.0 Billion
Total Sales of the Therapeutic Category (Protein Kinase Inhibitor Antineoplastics) ™ ¥563 Billion
Contribution of the Brands in the Category (Protein Kinase Inhibitor Antineoplastics) 95%
Hospital (=100 beds) Sales Ratio in the Category (Protein Kinase Inhibitor Antineoplastics) . 72%

*2...Encise's Anatomical Therapeutic Chemical Classification
*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Izervay
Drug Profile - Izervay
Molecule Type Biologics(not mAb) Molecule Avacincaptad pegol sodium Brand Izervay
Launch Month November 2025 Form Injection Strength 2mg0.1TmL/vial
" o
Therapeutic Classes Ophthalmologicals . .
(2nd level) Mechanism of Action L
Theranautic Classes? (MOA) Complement C5 inhibitor
P Other Ophthalmologicals
(3rd level)
Indication Inhibition of progression of geographic atrophy in dry age-related macular degeneration
Manufacturer Astellas Pharma Marketer Astellas Pharma Originator/s Archemix

Price Maintenance
Premium (PMP)

Applied

Unit Price (at the time
of first listing)

¥142,522

Peak Sales (Predicted )

¥15.3 Billion

Total Sales of the Therapeutic Category (Other Ophthalmologicals) ¥25 Billion
Contribution of the Brands in the Category (Other Ophthalmologicals) ™ 100%
Hospital (=100 beds) Sales Ratio in the Category (Other Ophthalmologicals) ™ 77%
Galliapharm
Drug Profile - Galliapharm

Molecule Type Radiopharmaceuticals Molecule Germanium(68Ge) Brand Galliapharm
Launch Month November 2025 Form Injection Strength Per patient
Therapeutic Classes™ Diagnostic Imadin
(2nd level) g 9ing Mechanism of Action

i 2 MOA i
Therapeutic Classes Radiodiagnostic Agents ( )
(3rd level)
Indication Gallium (68Ga)-labeled formulations approved for positron emission tomography (PET) imaging
Manufacturer Novartis Pharma Marketer Novartis Pharma Originator/s Unknown

Price Maintenance
Premium (PMP)

Applied

Unit Price (at the time

of first listing)

¥315,161

Peak Sales (Predicted )

¥1.1 Billion

Total Sales of the Therapeutic Category (Radiodiagnostic Agents)

Contribution of the Brands in the Category (Radiodiagnostic Agents) ™

100%

Hospital (=100 beds) Sales Ratio in the Category (Radiodiagnostic Agents)

*4

90%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)
*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Locametz

Drug Profile - Locametz

Molecule Type

Radiopharmaceuticals

Molecule Gozetotide Brand Locametz

Launch Month

November 2025

Form Injection Strength 1Serving

Therapeutic Classes”
(2nd level)

Diagnostic Imaging

Mechanism of Action

Therapeutic Classes™
(3rd level)

Radiodiagnostic Agents

(MOA)

Eligibility assessment for PSMA-targeted therapy in patients with prostate cancer Adjunctive treatment for anaphylactic reactions

Indication caused by bee venom, food, drugs, etc. (Limited to those with a history of anaphylaxis or those at high risk of developing anaphylaxis)
Manufacturer Novartis Pharma Marketer Novartis Pharma Originator/s Unknown

E:::I'r;' ’(‘;‘:\;‘s)“ce Applied gf"'ffr:t”ﬁ:tf:;;he time 185,047 Peak Sales (Predicted™) ¥0.64 Billion

Total Sales of the Therapeutic Category (Radiodiagnostic Agents) -

Contribution of the Brands in the Category (Radiodiagnostic Agents) 100%

Hospital (=100 beds) Sales Ratio in the Category (Radiodiagnostic Agents) * 90%

Ycanth

Molecule Type Small Molecule Molecule Cantharidin Brand Ycanth

Launch Month February 2026 Form Liquid Strength 0.71%0.45mL1/tube
Therapeutic Classes® TOPICAL ANTIBACTERIALS

(2nd level) AND ANTIVIRALS Mechanism of Action

Vesicant action

Therapeutic Classes Other topical products used {(MOA)

(3rd level) in viral infections

Indication Molluscum contagiosum

Manufacturer Torii Pharmaceutical Marketer Torii Pharmaceutical Originator/s Verrica Pharmaceuticals
E:::]i'r;"(’:::;ce Applied g:'ftlr:t”ﬁ:tl(:;)the time 149956 Peak Sales (Predicted ) ¥3.7 Billion

Total Sales of the Therapeutic Category (Other topical products used in viral infections) * ¥2 Billion

Contribution of the Brands in the Category (Other topical products used in viral infections) 52%

Hospital (=100 beds) Sales Ratio in the Category (Other topical products used in viral infections) 15%

*2...Encise's Anatomical Therapeutic Chemical Classification

*3...according to the Ministry of Health, Labour and Welfare (MHLW)

*4..therapeutic category sales based on Therapeutic Classes (3rd level) in year 03/2026
Source: Encise Research Center, MHLW disclosures
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Appendix: New Molecular Entities Approvals
in Past 10 Years - Key Statistics
(Figures only)

Figure 7. New Molecular Entities vs Peak Sales
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Source: MHLW, Encise Research Center

Figure 8. New Molecular Entities Listing by Formulation Type
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Figure 9. New Molecular Entities Listing by Pricing Method
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Figure 10. New Molecular Entities Listing by PMP vs Non-PMP
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Figure 11. New Molecular Entities Listing by Sponsor's Origin of Country
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Figure 12. New Molecular Entities Listing by Type of Modality
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Kncise

Terms of Use
Therapeutic Classes are based on Encise’s original classification.

Encise Research Center has prepared this Report by processing, editing, and developing estimates based on the ethical
drug information Encise has collected. Encise does not guarantee the accuracy, completeness, comprehensiveness,
fitness for purpose, and currentness of the information in this Report, or that it meets any specific threshold in terms of
content and/or quality.

Encise and Encise Research Center assume no responsibility for any damage or disadvantage whatsoever caused by the
use of this information.

Unless otherwise indicated, all of the content of the Report is owned by Encise, and Encise reserves all the rights
including, but not limited to, copyrights contained or expressed in or relating to the Report, and they are protected by
applicable laws. No one, except with and to the extent of the prior written consent of Encise, shall transfer the Report
to any person or let any person use the Report, or quote, reproduce or copy any and all part of the Report.
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