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Presentation 

 

Kametsu: Now that our time has come, we would like to open the KAKEN PHARMACEUTICAL CO., LTD. R&D 
Briefing Session. Thank you very much for taking time out of your busy schedule to attend our information 
session today. We hope that this briefing session will provide an opportunity for you to learn more about our 
R&D efforts and future prospects. 

I am Kametsu from the Corporate Communications Department and will serve as today's moderator. Thank 
you very much for your cooperation. 

This briefing session will be held in a hybrid format, with a live streaming via Zoom at the same time as it is 
conducted on-site. To prevent feedback, please turn off your microphone and speakers when watching the 
live streaming in the venue. 

Here is a reminder to all participants from Zoom. If the delivery is interrupted or the video is frozen during 
viewing, please wait a few moments before accessing the site again. If you experienced any issues with the 
video or audio that prevented you from viewing it properly, we will post the video on our company website 
at a later date. We kindly ask that you view it there. 

A script distribution will be scheduled at a later date for a more in-depth understanding of the contents of this 
briefing. We would appreciate your understanding and cooperation in this matter, as it will include statements 
and presentations made during the briefing. 

I will now announce the Company's attendees. In attendance today are Hiroyuki Horiuchi, President and 
Representative Director; Mitsuru Watanuki, Director, Chief Officer of R&D Division; Tatsuhiro Harada, 
Corporate Officer, Deputy Chief Officer of R&D Division; Yasutomi Kato, General Manager of Research and 
Development Planning & Project Management Department; and Hideki Kawabata, Head of Clinical 
Development department. 

Here is today's schedule. The entire session, including Q&A, is expected to last approximately one hour. There 
will be time for questions and answers after all presentations. First, we will take questions from the audience 
participants, followed by answers to questions from those attending via Zoom. 

These are reminders for today's briefing. Today's presentation will follow the presentation materials posted 
on the Company's website. Please note that the information in the presentation materials is based on our 
reasonable judgment based on the information available at this time and may differ significantly from these 
future technologies. Although it contains information on pharmaceuticals, the content is not intended as 
advertising or medical advice. 

Prior to the meeting, Horiuchi, President and Representative Director, would like to make a few words. 

Horiuchi: I am Horiuchi, the President. We are very grateful that you are attending our R&D presentation 
today and that you are watching it online and through other means. Thank you very much. 

In fact, this is the first time that we are holding an R&D presentation for our company. As an R&D-oriented 
company, I am truly delighted that we have finally reached a point where we can broadly share with you the 
status of our pipeline, a factor that will shape our future. 
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Our company formulated the long-term business plan 2031 in 2022. With the goal of expanding our pipeline 
to achieve this plan, we have actively pursued research activities and introductions to date. At this point, we 
have reached the point where we have 10 in-licensed products and 12 in the pipeline. 

We believe that we still need to expand our pipeline in order to further advance this original research and 
pharmaceutical product in the future. We believe that the pipeline we are presenting to you today is the first 
step in what we will increasingly need for the future of our company. We would greatly appreciate your 
continued opinions, support, and guidance today. We intend to use this as encouragement to advance our 
activities, so we kindly ask for your support. 

Now, I know that time is limited, and I would like to thank you for your cooperation today. Thank you very 
much. 

Kametsu: Now, Watanuki, Director and Chief Officer of R&D Division, will give an explanation. 

Watanuki: I am Watanuki, Director and Chief Officer of R&D Division. Thank you for your cooperation today. 
I would like to present our growth strategy for 2031 from the perspective of R&D in this R&D briefing session. 
Thank you for your cooperation. 

Today, I would like to provide an explanation based on the information presented here. 

  

First, this shows our corporate vision and R&D strategy. 

Our vision is to be a company that contributes to the extension of healthy life expectancy through the rapid 
creation of breakthrough new drugs, and a global drug discovery company with a focus on dermatology and 
orthopedics. To this end, we are drawing up a growth foundation for 2031 by combining the speed and quality 
of drug discovery, our overseas business development capabilities, and the strengthening of our management 
base. 
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In research and development, our goal is to continuously launch world-class, breakthrough new drugs to 
achieve our vision. To achieve this, we will maximize the value of our pipeline by balancing development, in-
licensing, and in-house drug discovery, while improving launch certainty, expanding our pipeline, and 
responding to new needs and overseas expansion. 

  

Our R&D policy is to further strengthen and expand our core drug discovery areas where we are strong, and 
to actively collaborate with external parties from an early stage in joint research and development, licensing-
in and out, and the challenge of developing new modalities for targets that cannot be addressed by small 
molecule compounds. 
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Specifically, we have designed this approach to enhance the quality and quantity of our work from exploration 
to development by strengthening and expanding our in-house capabilities while actively leveraging external 
partnerships. 

  

Here, we show on the left the trend of R&D expenses and on the right the transition of the number of 
development projects. 

As shown in the 2021 and beyond transactions, after 2021, in-house drug discovery, then joint R&D, in-
licensing, out-licensing, and M&A have been active. As a result, the number of development projects has 
increased significantly, and especially since 2022, when the long-term business plan was launched, R&D 
expenses have also increased significantly. 

We are fully committed to advancing our diverse portfolio through various means, from in-house drug 
discovery to the introduction of late-stage development candidates, thereby laying the foundation for future 
KAKEN PHARMACEUTICAL and ultimately achieving the launch of new drugs. 
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Next, I will show you our R&D structure. 

The Drug Research Centers, which are responsible for drug discovery research, are located in Kyoto and 
Shizuoka. The CMC Center, which is in charge of API production and commercialization, is located in Shizuoka, 
together with the Shizuoka Plant. The head office has departments for R&D Planning & Project  Management, 
Clinical Development, R&D Quality Assurance, and R&D Administration. In addition to a structure that enables 
implementation in the value chain from discovery to non-clinical, then CMC and clinical, we will actively utilize 
collaborative research and external sources. 
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Next, I will explain a little about the reform of drug discovery, which is the key to new drug development. 

This section provides a roadmap for the establishment of an AI drug discovery structure, showing where we 
have been from the start, where we are now, and where we want to go in the future. The AI platform was 
introduced in 2022, and to date, in cooperation with Elix, the use of the AI engine is now well established. 

In addition, bioinformatics, language learning, and data infrastructure building are underway, and in the 
future we will extend data-driven drug discovery from target discovery to clinical candidates, aiming to 
shorten the drug discovery cycle and significantly improve the probability of success. 
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Next, we will introduce some specific examples of AI drug discovery applications. 

First, I would like to show the acquisition of new hits using generation models. Conventional drug discovery 
involves selecting candidates from a vast compound library, which is time-consuming and costly. Currently, 
we are able to acquire new hit compounds that directly lead to lead compounds in a short period of time by 
presenting compounds through generation models and narrowing them down through AI prediction models. 

Next, we will continue with Example 2. This is a structure that was established to quickly obtain compounds 
that meet the optimization criteria via De Novo design models. This approach has significantly increased the 
hit rate from 9.6% to 57%, and we are now in a position to acquire diverse new core structures in a short 
period of time. This is an important achievement that directly leads to shorter drug discovery cycles and higher 
success rates. 

We believe that the integration of the AI-based generation models described above is the technological 
foundation that will dramatically increase our drug discovery competitiveness. 
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We are also working to accelerate our own drug discovery projects through the use of Omics data. Our plan 
is to make clinical real-world data and non-clinical data available to the Group, from target search to clinical 
practice. 

In this way, we will continue to create new value by building a structure to make data-driven drug discovery 
an in-house standard. 

  

Next, I will explain our drug discovery research in the field of immunology, one of our key drug discovery areas, 
as well as our global expansion efforts. 
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In this area, the results of drug discovery research for type 2 inflammatory diseases such as atopic dermatitis 
led to the transfer of intellectual property and the conclusion of a license agreement last year. We have high 
expectations that these will be large global products. 

  

Last year, we were able to provide a major topic of conversation in the area of type 2 inflammatory diseases, 
and we sometimes hear people ask why KAKEN PHARMACEUTICAL was involved. I would like to talk a little 
about our company's drug discovery research for the treatment of allergic diseases. 

Our anti-allergy drug discovery research began when a researcher who had studied under Professor Kimishige 
Ishizaka and Professor Teruko at Johns Hopkins University, who discovered IgE, returned to Japan in 1990 and 
established our anti-allergy team. 

In fact, as you can see from the fact that we reported our research on eosinophils and adhesion molecules 
early on, we have been conducting research targeting eosinophils dependent on type 2 helper T cells for type 
2 inflammation from the beginning. 

On the other hand, we have been conducting research targeting chemical mediators and keratinocytes, and 
have developed KP-496 targeting asthma and allergic rhinitis, and KP-413 targeting atopic dermatitis, both of 
which have advanced to the clinical stage. 

Although not many people are aware of this, we have a track record of presenting research results at allergy 
conferences and submitting research papers. After this, we continued our drug discovery research in this area 
and in 2017 began a collaboration with Numab Therapeutics. At the same time, we began drug discovery 
research for STAT6 inhibitors. As a result, we believe that this led to the development of NM26 and KP-723. 

KAKEN PHARMACEUTICAL did not suddenly start drug discovery research in this area, but rather has been 
conducting research in this area for more than 34 years. 
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As you are all aware, many pharmaceutical companies are now embarking on research and development in 
the area of type 2 inflammatory diseases due to the success of dupilumab, an antibody preparation against 
the IL-4 receptor. In recent years, an antibody preparation, nemolizumab, against the IL-31 receptor, which is 
the main cause of itching, has been launched and is proving to be very successful. 

Anti-IL-4 receptor antibodies against atopic dermatitis can strongly suppress inflammatory responses by 
blocking IL-4 and IL-13. However, it has not fully suppress successfully the strong itching mediated by IL-31. 
This led to the idea of NM26, which has been researched and then developed in collaboration with Numab 
Therapeutics. 
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It is a bispecific antibody with a binding site for IL-4 receptor alpha and a binding site for IL-31. This has led to 
the development of an antibody drug that enables simultaneous inhibition of IL-4/IL-13-mediated 
inflammation and IL-31-mediated itching with a single agent. 

We transferred the intellectual property rights for this drug to Johnson & Johnson in May of last year. We 
believe this drug has the potential to improve symptoms for patients with atopic dermatitis who do not 
achieve remission with current treatments. 

  

I would also like to explain about STAT6 inhibitors. 
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First, STAT6 is the master transcription factor for IL-4/IL-13 signaling. It has a role in the differentiation of type 
2 helper T cells, the production of IgE that triggers allergic reactions, and hypersensitivity, and is a major 
contributor to the development of type 2 inflammation. 

STAT6 inhibitors are currently attracting attention as targets for next-generation drug discovery research for 
type 2 inflammation, and many pharmaceutical companies are conducting research and development of 
STAT6 inhibitors, resulting in fierce competition. 

We have been conducting drug discovery research on STAT6 inhibitors as orally-administrable type 2 anti-
inflammatory drugs. Last year, we signed a licensing agreement with Johnson & Johnson. We believe that our 
drug discovery research has been recognized by a global mega-pharma company, and at the same time, this 
has paved the way for the fastest possible global deployment of our proprietary drugs and the maximization 
of their value. 

NM26 and STAT6 inhibitors are both development candidates born from our internationally recognized 
research in immunology. They are expected to generate substantial future sales royalty income, in addition 
to upfront payments and milestone. 

  

In this process, I would like to explain about NM81, which we started joint research with Numab in November 
of last year and jointly developed in November of this year. 

This is also in the field of immunology, and the target disease is inflammatory bowel disease. Which is known 
as IBD. The advent of biologic agents has significantly improved clinical remission rates in IBD treatment; 
however, even at their highest, these remission rates are said to remain limited to 30 to 40%. The emergence 
of such drugs that can further improve these clinical remission rates, as well as endoscopic and histological 
remission rates, is eagerly awaited. In fact, many formulators are also embarking on R&D in this disease area. 

In recent years, clinical studies have reported that the combination of 2 antibody preparations has increased 
all remission rates. Therefore, we and Numab are conducting research and development of multispecific 
antibodies that can simultaneously block such multiple targets to maximize clinical efficacy. 
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This drug has the potential to be a breakthrough drug that can show a high remission rate that cannot be 
achieved with existing therapies. We are very excited about the progress of this project. 

  

I will continue with an explanation of our R&D pipeline. 

This slide shows the overall picture of our development pipeline. We believe that we are now in a situation 
where we can support a step-by-step timeline for monetization through in-house drug discovery and in-
licensing. Many are currently in the PIII stage, and the topline data in the PIII for KP-001 and KAR has just been 
reported. I will explain this pipelines in the P-III phase separately later today. 
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This is followed by a list of other development programs. 

I will pick up and explain about Sebetralstat among them later today. 

  

Well, we issued a release the day before yesterday. I would like to first introduce KAR, a treatment for head 
lice infestation. This is a topical drug containing ivermectin, the active ingredient of which is well known as Dr. 
Omura of Kitasato University won the Nobel Prize. 
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Although it was marketed in the US, it was not developed or marketed in Japan. The Ministry of Health, Labor 
and Welfare's Committee for Review of Unapproved Drugs and Off-Label Drugs, which evaluates drugs with 
high medical necessity, had publicly solicited development companies for this drug. Our company proposed 
development based on the fact that this drug has the potential to address unmet medical needs in the 
dermatology field and also contributes to expanding our development pipeline. Consequently, we 
commenced domestic development in 2019. 

As for head lice, as shown here, it has been reported in various places that the number of phenothrin-resistant 
head lice has been increasing recently. Therefore, we have been working on the development of a drug that 
is effective against head lice, for which existing treatments are inadequately effective. 

  

We are pleased to present the results of this Phase III study of KAR. 

The study is being conducted on patients who have had inadequate results with existing treatments, and who 
still have head lice. 

As for the patients, the target patients to be evaluated are 54 individuals. In addition, there are family 
members of the patients, so a total of 117 people have participated in the program, including such patients. 

The result is here. The primary endpoint, the treatment success rate, the proportion of patients who achieved 
a lice-free status, was 85.2% in the KAR group and 7.4% in the placebo group, representing a statistically 
significant difference. In addition, all patients who did not respond to the first application were successfully 
treated after the second application. 

In terms of safety, adverse events were minor and no serious side effects were observed. We believe that this 
is a result of the selective properties of ivermectin based on its mechanism of action, which have also been 
confirmed clinically. 

We were planning to submit an application for approval of this drug as the first ethical drug for head lice in 
Japan. We believe that this is the kind of product that will solve unmet needs in the field of dermatology. 
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Next, I would like to explain our initiatives in rare diseases. 

Our mission is also to eliminate drug loss and drug lag, and to bring new drugs to Japanese patients suffering 
from intractable diseases. The long-term business plan 2031 also specifies the introduction of rare disease 
areas to ensure the pipeline. 

In the area of rare diseases, there are products under development in which Japan does not participate in 
international joint clinical trials, and the risk of drug loss is high in this area. In order to solve these issues, we 
have been actively introducing drugs for rare diseases. 

Another important strategy is to secure a revenue base until the launch of large in-house drugs and to realize 
a stable supply of pharmaceuticals by possessing a large number of drugs for the treatment of rare diseases. 

In this way, we believe that our commitment to rare diseases is a pillar of our growth strategy, both in terms 
of contribution to patients and sustainable corporate growth. I will now outline the current status of our 
initiatives in drugs for the treatment of rare diseases. 
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First, KP-001. 

The main target diseases are refractory vascular malformations, venous malformations, lymphatic 
malformations, and Klippel-Trenaunay syndrome. These diseases involve abnormalities in the formation of 
blood vessels and lymphatic vessels. They progress with growth and do not resolve spontaneously, 
necessitating lifelong treatment and disease management. The number of patients in Japan is reported to be 
20,000 for venous malformations, 10,000 for lymphatic malformations, and 3,000 for Klippel-Trenaunay 
syndrome. 
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Results of the Phase III studies. 

At the final assessment point after week 24 for the primary endpoint, the response rate, defined as a 20% or 
greater reduction in MRI target lesion volume, statistically significantly exceeded the pre-specified threshold. 
Therefore, the primary endpoint was achieved. In terms of safety, there have been no serious immune-related 
side effects. 

We are currently in the process of further evaluating the efficacy and other aspects of this drug for vascular 
malformations, with a view to submitting applications in Japan and the US. We are planning to submit an 
application for approval in fiscal 2026. In addition, we are continuing to evaluate the long-term safety and 
efficacy of the product in a continuous dosing study. 

KP-001 is a drug developed in-house for refractory vascular malformations such as venous malformations and 
lymphatic malformations. We would like to further accelerate development both domestically and 
internationally. 
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This is the mechanism of action of KP-001. 

Since this is more about safety than efficacy, I would like to explain a little more. 

In the case of KP-001, it targets PI3Kα, the causative gene for vascular malformations. By inhibiting this 
pathway, it suppresses excessive vascular formation. In addition, its high specificity for PI3Kα means that it 
has little effect on immune cells. Therefore, it is expected to have fewer side effects resulting from 
immunosuppression. 

In fact, the results of the Phase III study conducted this time did not show an increase in serious immune-
related adverse events, which had been a concern. Based on these considerations, we believe that results 
supporting this theory have also been observed in clinical practice. 

Vascular malformations are diseases that require treatment during childhood and throughout life. It is hoped 
that new therapeutic agents will be developed that can be safely taken over a long period of time, starting 
from really young children. We are committed to bringing this drug to patients as soon as possible. 
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Next drug is KC-8025, Seladelpar. 

Primary biliary cholangitis, the target disease, is also a designated intractable disease. The number of patients 
in Japan is reported to be 37,000. The disease results in chronic inflammation due to the activation of immune 
cells. As a result, the thin bile ducts in the liver are destroyed. That is the description of the disease. 

The issue with current treatment is that for patients unresponsive to the first-line drug ursodeoxycholic acid, 
there are no treatment options available that can suppress disease progression and provide symptom 
improvement. 

This agent is an agonist of the peroxisome proliferator-activated receptor. This drug is thought to act across 
multiple events involved in the pathogenesis of this disease. Consequently, it suppresses inflammation, 
inhibits destruction of bile ducts and hepatocytes, improves primary symptoms, and ultimately is expected to 
suppress progression to cirrhosis and hepatocellular carcinoma. 
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This shows the US situationand the results of the P III. 

CymaBay Therapeutics, now Gilead, sells it in the US  in 2024. The trade name is Livdelzi. As of Q3 of 2025, 
total sales have been disclosed as USD105 million. We have heard that the start of the program was successful. 

Below are the results of the international Phase III trial, excluding Japan. Compared to placebo, it 
demonstrated normalization of alkaline phosphatase levels, a key biomarker, and a reduction in pruritus 
scores. 

The Phase III study of this drug has completed enrollment of patients at the end of October this year. We will 
complete the validation study and proceed to make the product available to patients in Japan as soon as 
possible. 
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Next is hereditary angioedema. 

Hereafter referred to as HAE. Let me explain this. HAE is a rare disease, with a prevalence of 1 in 50,000. There 
are approximately 2,500 patients in Japan. This HAE is caused by a genetic mutation that reduces plasma 
levels of C1 inhibitor, which inhibits kallikrein. As a result, bradykinin is overproduced. This is the description 
of the disease. 

The disease causes recurrent swelling called angioedema that lasts for two to three days in all parts of the 
body, and when the stomach or intestines swell, vomiting and severe pain may occur, as in intestinal 
obstruction. Swelling near the pharynx can also be life-threatening. 

Due to its low recognition and the high level of expertise required to diagnose HAE, it takes an average of 15.6 
years from the initial symptoms to the diagnosis of HAE in Japan. In the meantime, patients are suffering from 
these diseases, of which we do not know what they are, and which are sometimes potentially life-threatening. 

Treatment options include medications used during seizures and preventive medications taken daily to 
prevent seizures; however, as shown here, there are unmet medical needs for each, making the development 
of new drugs highly anticipated. 
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Sebetralstat is the world's first oral on-demand treatment. 

A small molecule compound that directly inhibits activated plasma kallikrein and suppresses the 
overproduction of bradykinin during seizures. 

  

Here is a summary of the Phase III study of Sebetralstat. 

A total of 136 patients aged 12 years and older have participated in the study. The primary endpoint is time 
to symptom relief, and secondary endpoints include seizure severity and time to complete remission. 
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The result is here. For the primary endpoint, time to symptom relief was 1.6 and 1.8 hours for the 300 mg and 
600 mg groups, respectively. This is significantly shorter than the 6.7 hours in the placebo group. In addition, 
the time to symptom reduction and the time to complete resolution of seizures were also reduced compared 
to placebo. 

Regarding safety, there were no reports of discontinuation or serious adverse events, and the incidence of 
adverse reactions was low. 

As the first oral on-demand treatment, this new drug is expected to make a significant contribution to patient 
convenience and quality of life, and has the potential to revolutionize the way HAE is treated. In Japan, 
KalVista submitted an application for approval in January of this year. 

  

Navenibart is a long-acting HAE prophylaxis. 

It is a humanized monoclonal antibody against plasma kallikrein, and by introducing a mutation in the Fc 
domain, it is possible to extend the half-life and extend the administration interval from three months to six 
months. Furthermore, by allosteric inhibition, it exhibits potent inhibitory effects unattainable through direct 
inhibition. 

Here is a summary of the Phase I and Phase II studies. Twenty-nine HAE patients aged 18 years and older 
participated in the study. 
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The results are here. 

Although the results were based on a very small number of patients, the overall cohort showed a reduction 
in monthly seizure frequency, moderate and severe seizures of more than 90%, and a maximum of 67% of 
patients were seizure-free for six months. In addition, the frequency of use of acute rescue medications has 
also decreased significantly. 

The safety of the drug has also been shown to be well tolerated with no serious adverse events. Injection site 
reactions, which had been a concern, are very minor and the frequency of administration is low, which we 
believe will greatly contribute to reducing the burden on patients. 

Phase III trials are currently underway, and we believe that this drug also has the potential to significantly 
change the way HAE is treated. 

We aim to address the unmet needs of Japanese patients suffering from this HAE with both Sebetralstat and 
Navenibart. 
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Next is other in-licensed development products. 

Here, I would like to explain ESK-001, a breakthrough TYK2 inhibitor for the treatment of psoriasis. This drug 
is an orally administered medication that highly selectively inhibits TYK2. TYK2 is involved in the signaling of 
cytokines related to autoimmune diseases such as IL-23, IL-12, and interferon, and selectively inhibiting them 
improves the pathophysiology of inflammatory diseases. 

This ESK-001 is characterized by a very high selectivity and safety profile that does not inhibit JAK1/2/3. Clinical 
studies have confirmed that the maximum dosage avoids the risk of side effects due to JAK inhibition. 

A Phase III trial targeting moderate to severe plaque psoriasis is currently underway, with over 20 medical 
institutions participating in Japan. Phase II trials are underway for systemic lupus erythematosus, and the drug 
is also expected to be developed for autoimmune diseases other than psoriasis. 

ESK-001 is a new treatment option that can be administered orally, and we believe it will make a significant 
contribution to improving patient convenience and resolving unmet needs. 
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In the phase II study, ESK-001 was administered orally twice daily to patients with moderate to severe or, 
as I mentioned, plaque psoriasis. The primary endpoint, the achievement rate of PASI-75 at 12 weeks, was 
dose-dependent and higher in all treatment groups than in the placebo group. In addition, the response rate 
increased from 12 to 24 weeks, and in a 52-week open-label extension study, the PASI-75 and PASI-100 
achievement rates were 78% and 39%, respectively, confirming the long-lasting efficacy of the drug. 

The safety profile of the drug was well tolerated, with mild to moderate adverse events. 

Based on these results, we believe ESK-001 represents a novel therapeutic option for infection treatment and 
holds the potential to be a groundbreaking drug applicable to a wide range of autoimmune diseases. 
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Finally, I will explain the market size for the target diseases of our main development products and the 
schedule leading up to the application. 

I will show you the estimated number of patients and the size of the market. First, I would like to discuss about 
rare diseases. As shown in the table here, it is estimated that there are approximately 33,000 patients with 
vascular malformations in Japan and up to 66,000 patients in the US. The market size is expected to be 
approximately JPY43.5 billion in Japan and JPY180 billion in the US. 

Next is hereditary angioedema. In Japan, the number of patients with this disease is very small, estimated at 
2,500, but it is a highly profitable area with a market size of JPY19.2 billion. The size of this market has 
increased significantly in recent years, largely due to the emergence of antibody drugs. 

Finally, PBC, primary biliary cholangitis. It is estimated that there are approximately 37,000 patients in Japan, 
and the market size is currently estimated at JPY22.5 billion. For PBC, there has been no new drug with a new 
mechanism of action for a long time. Therefore, it is believed that the size of the market has not fluctuated 
significantly. 

Although the number of patients with rare diseases is small, there is a high unmet medical need for drugs for 
rare diseases, and we believe that this is a highly profitable area if we can launch a breakthrough new drug. 
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Next, we will explain the market size of major diseases. 

The number of psoriasis patients in Japan is estimated to be approximately 430,000, with a market size of 
JPY76.6 billion. 

As for systemic lupus erythematosus, the number of patients is estimated to be approximately 60,000 to 
100,000 in Japan, with a market size of approximately JPY19 billion. 

As for atopic dermatitis and asthma, there are 1.6 million and 1.85 million patients, respectively, and the 
market size is approximately JPY100 billion, as shown here. We believe that this is an important area for global 
expansion. 

Then there is head lice. This is an area where no ethical drugs exist, and although we conducted various market 
surveys, no data were available. Based on past surveys and population per household, it is estimated that 
approximately 1.71 million people in Japan are affected by this disease. It is estimated that 115,000 of these 
patients have inadequate response to existing treatments. We believe that the KAR, which we are developing, 
will satisfy these unmet needs. 

In this way, we plan to provide innovative therapeutic drugs not only for rare diseases but also for diseases 
with large patient numbers and market size, and to develop our own drugs on a global scale. 
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This slide shows the progress of each development product, organized in calendar years. 

We will continue to make solid progress on each of our development products in order to achieve important 
milestones in the future. 

First, approval of new drugs sequentially, starting with the launch of Sebetralstat in 2025. 2026. Starting with 
the launch of Sebetralstat, we plan to gradually approve new drugs. 

We will first establish a solid profit structure in the short term while delivering new drugs that are needed by 
patients in Japan, especially for rare and intractable diseases, and then we will work toward the launch of 
large global products in the future. 

Furthermore, we plan to proceed with the introduction of new development funds in a planned manner while 
keeping an eye on the situation, as well as additional investments through M&A and the acquisition of 
technological foundations. 

This timeline is the core of our growth strategy we are formulating. We plan to do so, ensuring that we achieve 
our milestones for the year 2031. 

That is all from me. Thank you for your attention. 
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Question & Answer 

 

Kametsu [M]: We will now move on to the question-and-answer session. We will first take questions from 
the audience, followed by answers to questions from Zoom. 

Here is how to ask a question from Zoom. If you have any questions, please press the “raise your hand” button 
at the bottom of the screen. I will call on those who have raised their hands. Please unmute yourself and state 
your company name and full name before asking your question. If you wish to cancel your question in the 
middle of the process, please press the “hand down” button. 

Now, first of all, I would like to take questions from the audience. Please raise your hand if you have any 
questions. Well, Mr. Lee, thank you very much. 

Lee [Q]: Thank you very much. I’m Lee from Morgan Stanley. Thank you very much for your time today. Two 
questions, please. 

The first point is about KP-001 and the second about KP-723. About the development of KP-001 in the US. 
When I heard about Novartis' VIJOICE and the current market size, I felt the US market still looks quite 
promising. I understand that the US will now skip the Phase II and start the Phase III. Please tell me about this 
disease, vascular malformation, and whether there are any racial differences between Japanese and 
Americans. 

Watanuki [A]: Thank you for your question. First of all, KP-001, I think that the development in the US is as 
you guessed, Mr. Lee. We are also aware of the very large size of the market. Looking at the actual launch of 
VIJOICE and the subsequent sales trends, we view it as highly promising. 

As for the difference between patients in the US and Japan, the incidence rate does not seem to be very 
different, as the result shows. Probably the mechanism of action is exactly the same. We see no major 
difference between them, as the incidence of such cases is the same. 

Lee [Q]: Thank you very much. Therefore, we can expect that the results of the domestic Phase III trial will be 
similar in the US. 

Watanuki [A]: Thank you very much. That is correct. That is our expectation as well. 

Lee [Q]: Thank you very much. One more point in follow-up. On page 31, I think you showed the number of 
patients with 001, or refractory vascular malformations. The US in particular has quite a large number. Is there 
such a thing as a treatment rate, such as in Japan, as well as in the US? 

Watanuki [M]: Do you mean the treatment rate, the number of patients treated? 

Lee [Q]: Perhaps it is the number of target patients you are showing us now. Of these, the treatment rate is 
5%, 10%, or something like that, if you have such figures, I would like to know them. 

Watanuki [A]: In the US, I believe statistics were released regarding the number of patients actually receiving 
treatment or management for venous malformations or similar conditions; however, since that number was 
quite large and we have not yet verified whether it is accurate, we have not included it here. We will look into 
the data to find out more about this and will introduce it to you in the future. 
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Lee [Q]: Thank you very much. I’m looking forward to it. Finally, I would like to ask again about KP-723 and its 
potential. This Monday or Tuesday's data from Kymera in the US showed the effectiveness of Dupi equivalents, 
and I still felt that STAT6 would be interesting. On the other hand, it is my understanding that there is a lot of 
competition. 

At this point, I'd like to know if Mr. Watanuki has identified any of the KP-723 differentiating factors in your 
mind. We can expect Phase I results next year, and if there are any hints or elements suggesting such 
differentiation is anticipated, I would appreciate your guidance on them. That's all from me. 

Watanuki [A]: Thank you very much. Mr. Lee, I am also encouraged by the results, and we are thinking very 
positively about it. The concept we had envisioned has indeed yielded such results in clinical practice, which 
has strengthened our resolve to redouble our efforts in the research and development of KP-723. 

Regarding Kymera specifically, since it is a disassembling agent, we intend to closely monitor how these 
differences will impact future developments. For example, since it's a proteolytic enzyme, overdoing it could 
potentially lead to loss of control. I'm wondering if that's where it differs from low-molecular-weight 
compounds. Going forward, we intend to carefully differentiate our approach based on the outcomes of their 
clinical trials. 

Lee [Q]: Thank you very much. I know that Kymera highlighted the itching quite a bit. Am I correct in 
understanding that itching, NRS, etc. will be key points in this KP-723 as well? 

Watanuki [A]: We also believe that that test targeted atopic dermatitis. There is of course such itching that is 
dependent on Th2, so it suppresses the itching to some extent. On the other hand, I think we need to look a 
little more into whether we can manage the non-dependent itching and whether it can be suppressed. 

Lee [M]: Thank you very much. That's all from me. 

Kametsu [M]: Next, Mr. Hashiguchi, please welcome. 

Hashiguchi [Q]: My name is Hashiguchi from Daiwa Securities. I also have two questions. 

The first is that in your opening remarks, Mr. Horiuchi, I believe you mentioned that the pipeline still needs to 
be expanded. I'd like to understand more about what that means. 

Do you mean more is better or are you talking about after what you have now is finished? Or does that mean 
as a filed, that dermatology has already enough options but there’s a shortage in orthopedic surgeons? If 
there are enough in the Phase III but few in the Phase I. 

Or perhaps, given the success probability and expected sales, it means they're still far from satisfied. Does it 
mean that there is a surplus of people and gadgets? I can think of many possibilities, but what was your 
intention? 

Horiuchi [A]: Thank you very much. To put it simply, though it may sound like a play on words, the 
fundamental idea is that there's no end point when it comes to sustaining a company's growth. For example, 
even with the pipeline, it's not like we can just wrap things up here and expect our company to keep going for 
100 or 200 years from this point, right? The idea is that even if we launch it, we'll still need the next one. 

Even though we're currently at 10 items, we must always maintain a pipeline of 10 items. So, whenever we 
launch 2 items, we need to add 2 more to the pipeline. I hope you understand it that way. The idea is not that 
we have a budget surplus and need to buy more. So, I also meant that we need to control the budget so that 
it can be continued in that way. Do I answer your question? 
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Hashiguchi [Q]: In that sense, considering the current R&D budget, resources, personnel, and other factors, 
would it be accurate to understand that the pipeline is becoming quite robust? 

Horiuchi [A]: Considering our current scale and various factors, when evaluating whether 20 items of pipeline 
is truly necessary, I believe the best approach is to consistently maintain and proceed around 10 items, the 
number outlined in our long-term business plan. 

And if things improve a bit more after the initial launch, maybe next time we could increase it to 15 items. In 
that sense, we think it's acceptable to proceed in this manner for now. If you could take that as an implication 
that we still need to continue to do that way. 

Hashiguchi [Q]: I understand. Then, AI utilization needs. I would like to ask where is your advantage over other 
companies and what differentiates you from them. 

Are the analytical tools you're using the kind that other companies can also access, meaning, are you using 
fairly general-purpose tools that are available for a certain price, or do they include something custom-built? 

Of course, even if it is a general-purpose product, you can differentiate yourself, if there is experience and 
know-how in how to use it, I suppose. Could you please explain in a little more detail where your company's 
characteristics come from? 

Watanuki [M]: Harada is the Chief of Drug Research Center, and he will answer your question. 

Harada [A]: I will answer. As you say, we use a platform that can be used anywhere as long as you pay for it. 
However, such AI systems grow and evolve based on the data used to train them. By leveraging our own 
unique, accumulated data, we can establish our distinctiveness. Although it is still a work in progress, we 
would like to create such a highly original form. 

Hashiguchi [M]: Thank you very much. That is all. 

Kametsu [M]: Well then, Mr. Muraoka, please go ahead. 

Muraoka [Q]: I’m Muraoka, from Morgan Stanley. Thank you very much. 

Regarding NM81, I thought I should review the clinical paper in the lower left section, which focuses on the 
combined administration of 2 antibodies. Looking back at the previous papers, this appears to be data on the 
combination of Tremfya and Simponi. In other words, a combination of IL-23 and TNF. Then, I realized, oh, I 
see, I see, IBD. I was wondering if it was following a pattern here that worked well with the IL-4, IN31 
combination. Is it not a misunderstanding to consider IL-23 and TNF? 

Watanuki [A]: Thank you, Mr. Muraoka. I, Watanuki, will respond to your question. As Mr. Muraoka can 
probably understand that, we cannot disclose the targets. I'm sorry. 

Muraoka [Q]: Yes, but. Actually, if we think about the premise of IL-20, Tremfya and Simponi, they are all 
Johnson & Johnson again. When considering future BD strategies with Johnson & Johnson, there are parts 
that excite me and parts that make me think, “Is this it again?” What about that? 

Watanuki [A]: Indeed, this is the paper that Janssen published. I think it might be getting too far ahead. We 
have not heard anything like that yet. 

Muraoka [Q]: I understand. Thank you very much. Also, let me ask one more science question. 
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About STAT6. Earlier, I thought, “Oh, I see,” when I realized that since the Kymera's medicine is a PROTAC, if 
it breaks down into a protein, that's scientifically acceptable. 

My question is, this is a transcription factor, right? I do think it would be problematic if the transcription 
factors were to disappear. Is the human transcription factor STAT6 rapidly resynthesized within the body if it 
is degraded? Or, this protein does take quite a while to increase the volume, so scientifically speaking, it is a 
bit concerning, I mean, although Phase I showed really good safety results, is that how we should think about 
it? It would be helpful if you could tell us a little about it. 

Watanuki [A]: I believe that what is currently being done clinically will be thoroughly evaluated. As for the 
non-clinical side, I would like Mr. Harada to answer, if he knows. 

Harada [A]: I am not certain of the time, but I think it disappears for a very long time and does not recover. 
Degrader, I mean. 

Muraoka [Q]: So, we need to take a hard look at the long-term safety data by Kymera, which is great at this 
stage, although it is great. 

Harada [A]: Yes, that's right. As for me, the effect is very good and I am looking at it with high expectations 
regarding the PoC of STAT6 inhibition. However, regarding the safety aspect of the degraders, we believe we 
must view it as a key differentiator from our compounds and approach it with the perspective of what we 
hope to achieve. 

Muraoka [M]: I understand. Thank you very much. That is all. 

Kametsu [M]: Thank you. Well then, Mr. Maeda, please go ahead. 

Maeda [Q]: Thank you for your presentation. I am Maeda of Nomura Securities. I would like to ask two points. 

The first point is about alliances, and I think you summarized the transactions after 2021 on page seven. I 
think there have been both successes and failures, but I would like to know how your thoughts on the various 
deals have changed, from your thoughts in 2021 to your current thoughts. In other words, it's about whether 
you understood what was important amidst all that happened. Please tell me about this point first. 

Watanuki[A]: Thank you for your question. What we have actually done since 2022 is actually to expand the 
scope of the in-licensing. We put the rare diseases there. Upon actual consideration, it became clear that 
there are still many such diseases where we can introduce treatments and ensure they reach Japanese 
patients effectively. 

Furthermore, I feel that if we thoroughly negotiate regarding those TYK2 inhibitors, such as ESK-001, we are 
now in a position where such opportunities will properly come our way. 

I feel that by consistently pursuing in-licensing, we've started to see a cycle where such opportunities naturally 
come our way. 

Maeda [Q]: Thank you. Are there any changes in governance or internal systems? 

Horiuchi[A]: Thank you. As for the rare disease issue, I believe the most significant turning point was the 
acquisition of ARTham. Here, we first introduced rare disease issues into our company, and from there, a 
certain opening was created in that area. 
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Regarding the governance or framework for handling transactions thereafter, it is true that we expanded into 
areas such as in-licensing, including for rare diseases, and strengthened our business development and related 
efforts in that direction. So, it's a personnel part, and various [inaudible] part. It went on. 

Ultimately, when considering last year's initiatives, such as overseas introductions and in-licensing efforts 
encompassing rare diseases, the term “rare diseases” itself becomes a key focus. I believe this also connects 
to the work being done at Aadi. 

Therefore, rather than specializing solely in this area, we aim to broaden our scope and proactively address 
unmet needs across multiple domains. we hope you understand that this approach has led to our current 
structure. 

Maeda [Q]: I understand very well. On the second point, I would like to ask about AI drug discovery. On page 
11, there are three platforms, and I think you have included the logo for the introduction of the AI platform. 

If you've carefully selected these three platforms among the many AI platforms available, could you tell me 
what factors were decisive in your choice? I wonder if it could be the difference in machine learning models, 
or the strength of the service, etc. What are they? 

Harada [A]: Harada will answer. We have been working with Elix since its inception, and the most decisive 
factor for us was that they could help us with the implementation. As for Chemistry42, Elix did not initially 
have a model for generative AI, but we wanted to include generative AI as well, so Chemistry42 was added 
together with Elix. 

In addition, PandaOmics was included because it is needed by Omics. There are many other things, but as to 
why we chose PandaOmics, I'm sorry, I don't remember exactly, so I can't answer that question right now. I'm 
sorry. 

Maeda [M]: I understand very well. Thank you very much. That's all from me. 

Kametsu [M]: Thank you very much. We will now conclude the question-and-answer session. 

This concludes the KAKEN PHARMACEUTICAL R&D Briefing. Thank you very much for taking time out of your 
busy schedule to join us today. 

[END] 

______________ 
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