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Presentation 

 

Nakai: I am Toru Nakai, President of Nippon Shinyaku. 

We appreciate you taking the time out of your busy schedule to participate in our financial results briefing for 
Q2 of FY2024. Thank you very much. 

 

Today, I will be presenting our financial results for Q2 of FY2024 and our outlook for FY2024, as well as an 
update on CAP-1002. 

Mr. Takagaki, in charge of R&D, will explain the progress of R&D items and an update on Viltepso, and finally, 
Mr. Sano, in charge of sales and marketing, will introduce our new products. 

I will now explain our performance for Q2 of FY2024 and our outlook for FY2024. 



 
 

 

 
 

 

As an overview of the business results for Q2 of FY2024, consolidated sales revenue was JPY79,332 million, 
operating profit was JPY17,867 million, profit before tax was JPY18,198 million, and profit attributable to 
owners of parent was JPY16,373 million. 

 

In the pharmaceuticals business, consolidated net sales increased by 12.3% YoY to JPY68,496 million. This 
growth was driven by sales of Uptravi, royalty revenue from its overseas sales, sales of Viltepso, and the May 
launch of Vyxeos, despite the impact of NHI drug price revisions and generics. 



 
 

 

 
 

 

Here we show the sales of Viltepso in Japan and the US. 

As for sales results for Q2 of FY2024, sales in both Japan and the US increased YoY, totaling JPY2,319 million 
in Japan and JPY8,682 million in the US. 

In the US, sales in US dollar also increased YoY. 

 



 
 

 

 
 

In the functional food business, sales of supplements and other products increased, but sales of protein 
preparations and other products declined, resulting in consolidated net sales of JPY10,836 million, down 
12.1% YoY. 

 

 

Next, in terms of operating expenses, the cost of sales ratio improved by 3.1 percentage points YoY to 31.4%, 
due to factors such as industrial property rights and the segmental sales mix, despite the impact of the NHI 
drug price revision. 

SG&A expenses increased 6.4% YoY to JPY18,031 million, mainly due to an increase in labor costs and an 
increase in sales promotion commission in line with increased sales of Uptravi. 

R&D expenses totaled JPY16,732 million, up 33.7% YoY, mainly due to an increase in contract research 
expenses. 

As a result, operating profit was JPY17,867 million, down 14.4% YoY. 



 
 

 

 
 

 

I would like to continue by explaining our outlook for FY2024. 

Consolidated sales revenue is expected to be JPY157 billion. 

As for operating expenses, the cost of sales ratio is expected to be 32.2%, an improvement of 1.7 percentage 
points YoY. 

SG&A expenses are expected to be JPY39 billion and R&D expenses JPY33 billion. 

As a result, we project operating profit of JPY33 billion, profit before tax of JPY33.6 billion, and profit 
attributable to owners of parent of JPY30 billion. 



 
 

 

 
 

 

Here we show the difference between the previous and revised forecasts. 

Sales revenue is expected to increase by JPY3 billion compared to the previous forecast due to strong royalty 
revenue from overseas sales of Uptravi and the impact of the weaker yen on sales in the US of Viltepso. 

Operating profit is expected to increase by JPY1 billion. R&D expenses for in-licensed products are expected 
to increase by JPY0.6 billion from the previous forecast, and other expenses are expected to increase by JPY2 
billion from the previous forecast due to foreign exchange losses resulting from the impact of foreign 
exchange rate fluctuations. 

 



 
 

 

 
 

The Company plans to pay an interim dividend of JPY62 per share and a year-end dividend of JPY62 per share, 
for an annual dividend of JPY124 per share for the current fiscal year. 

I will now explain the status of CAP-1002, which is a treatment for Duchenne muscular dystrophy 
cardiomyopathy. 

 

In the 7th Five-Year Medium-Term Management Plan (FY2024-2028), one of the key themes is fostering 
growth drivers to replace Uptravi, and we are working to achieve global sales revenue of JPY130 billion or 
more by FY2028 in our three focus therapeutic areas of pediatric neurology, pulmonary hypertension, and 
hematology. In the pediatric neurology area, which accounts for the largest proportion of our three focus 
areas, we are pleased to provide you with an update on CAP-1002, which we expect to grow the most. 



 
 

 

 
 

 

Capricor has been conducting the HOPE-3 study for the indication of "Duchenne muscular dystrophy" and had 
informed us that it planned to disclose the top-line data of Cohort A by the end of this year, followed by an 
application. However, after discussions with the FDA, Capricor has decided to file a rolling BLA application for 
the indication of "Duchenne muscular dystrophy cardiomyopathy" with the results of the HOPE-2 trial, for 
which data are already available. 

 

Capricor began the rolling BLA submission in October for full approval for the indication of "Duchenne 
muscular dystrophy cardiomyopathy," which is expected to be completed by the end of this year. The PDUFA 



 
 

 

 
 

date is expected in H2 of 2025 and the timing of the market launch may therefore be earlier than originally 
planned. 

 

We had initially indicated that CAP-1002 would be launched in FY2026 in our new product launch targets for 
the 7th Medium-Term Management Plan period, but we expect the launch to be in FY2025 if the future 
schedule goes as planned. 

We are also preparing for an earlier launch of the product. 

This concludes our explanation of the results for Q2 of FY2024 and our full year forecast, as well as the CAP-
1002 update. 

Mr. Takagaki, in charge of R&D, will continue with an explanation of the progress of research and development. 

Takagaki: I am Kazuchika Takagaki, in charge of R&D. 

I will continue to explain the progress of R&D items that have been updated since Q1 of FY2024. 



 
 

 

 
 

 

In August, we launched Jaypirca for the treatment for patients with relapsed or refractory mantle cell 
lymphoma who are resistant or intolerant to other BTK inhibitors, and the drug is already being used in clinical 
settings. In September, Janssen Pharmaceutical obtained approval for Yuvanci, a treatment for pulmonary 
arterial hypertension, and we are currently preparing for its launch. 

As Mr.Nakai explained earlier, Capricor has initiated rolling BLA for CAP-1002 for the indication of Duchenne 
muscular dystrophy cardiomyopathy. 

For NS-050/NCNP-03, FPI was completed in October and PI/II has been initiated. 

 



 
 

 

 
 

With regard to the partnership for CAP-1002 in Europe, in September we signed a Letter of Intent with 
Capricor allowing us to negotiate an exclusive distribution agreement with them. 

NS-050/NCNP-03 received a Rare Pediatric Disease designation in the US in August. 

Finally, we would like to introduce ATSN-101, which was released on November 13. 

 

 

We have entered into an exclusive license agreement with Atsena Therapeutics, Inc. for ATSN-101, a gene 
therapy for hereditary retinal dystrophy, which is a gene therapy for adeno-associated virus type 5 
administeredsubretinally, in Japan and in the US. 

Under this agreement, we have acquired exclusive rights to distribute the product in the US and Japan. In the 
US, the product will be distributed by our US subsidiary NS Pharma. 

Currently, Atsena Therapeutics is conducting Phase I/II trials in the US. 



 
 

 

 
 

 

I will now explain an update on Viltepso. 

Viltepso has been shown to induce the expression of dystrophin protein in the skeletal muscles of DMD 
patients in Phase I/II trials in Japan and Phase II in the US, suggesting improved motor function compared to 
the natural history of the disease. With these results, we received conditional early approval in Japan in March 
2020 and accelerated approval in the US in August 2020. 

The product was launched in Japan in May 2020 and in the US in August 2020 and is already being used by 
many patients in clinical settings. 

 



 
 

 

 
 

 

In May of this year, we announced the preliminary results of the RACER53/Study 301, which is global Phase 
III as a verificationstudy required as a condition for approval. The results showed no statistically significant 
difference in the primary endpoint of “time to stand from the floor” compared to the placebo group. 

There were similar trends in the secondary endpoints of 10-meter walk time, 4-step stair climbing time, and 
6-minute walk test. There was no difference in safety, including the incidence of adverse events, compared 
to the placebo group, and no cases resulted in treatment discontinuation. 

 

 



 
 

 

 
 

Based on the results of Study 301, a meeting was scheduled in October with the FDA to discuss conducting 
Study 303, an additional Phase III study, with keeping Viltepso on the market. 

However, the FDA has asked us to submit Clinical Study Report (CSR) of the trial, including the full data set of 
Study 301, as a data review and further internal discussions were required in the FDA. 

We plan to hold a meeting with FDA after their review is complete. 

 

I will now explain the limitations in Study 301. 

The figure on the left displays the NSAA scores of 395 DMD patients over time, and the graph on the right 
divides them into classes according to age at which the NSAA score falls below 5. 

In Study 301, the inclusion criteria specified patients aged four to seven years. However, within this age group, 
there was a variation in motor function, as some patients were experiencing improvement with growth, 
others had reached a plateau, and some had started to decline due to disease progression. 

Although we cannot show the data, a subgroup analysis of Study 301 also showed a statistically significant 
improvement in NSAA scores in the viltolarsen group compared to the placebo group in the group of patients 
with advanced disease. 

We believe that this heterogeneity may have made it difficult to find differences in motor function between 
the viltolarsen and placebo groups. 



 
 

 

 
 

 

This is a graph showing the changes of motor function since the start of steroid treatment, with patients 
stratified around the age of six and grouped by the method of steroid administration. Compared to 
intermittent dosing, daily dosing tends to improve motor function by about 12 months. However, in Study 
301, patients receiving intermittent dosing and daily dosing were not properly randomized. 

In a subgroup analysis focused on patients who had received long-term steroid treatment for 12 months or 
more, or who had been treated with daily steroid dosing, statistically significant improvements were observed 
in quantitative muscle measurements and knee extension strength in the viltolarsen group, compared to the 
placebo group. 

The inclusion criterion for steroid use was at least three months prior administration, but heterogeneity, such 
as variations in dosage and duration of administration prior to the start of viltolarsen administration, may 
have affected the comparison between the viltolarsen and placebo groups. We believe that the patient may 
have been affected by the effects of steroids, as some data have shown improvement in motor function over 
a period of about one year with steroid administration. 

Here are the data confirming the efficacy of viltolarsen in the Phase II trial of Viltepso and its continuation 
trial, with a significant difference compared to natural history after 73 weeks. 



 
 

 

 
 

 

The primary endpoint of Study 301 was the time to stand from the floor after 48 weeks of treatment, but it 
has been pointed out that at least 18 to 24 months is needed to clearly demonstrate improvement in clinical 
function, since the improvement in motor function is delayed until after dystrophin level is increased. 
Therefore, it is possible that the duration of administration was not long enough. 

 

Based on these results, we plan to propose a study design to the FDA for an additional Phase III study, Study 
303, with inclusion criteria such as patient age of at least six years, dosing period of 96 weeks, and strict 
stipulations on steroid administration. 



 
 

 

 
 

Please note that this information about the design here has not yet been agreed with the FDA. We will disclose 
the official Study 303 design and other information as soon as it is finalized. 

This concludes my explanation of the progress of research and development and the update on Viltepso. 

Sano: My name is Shouzou Sano, and I am in charge of sales and marketing. 

I will continue with an explanation of the features of Jaypirca, which was launched in August, and Yuvanci 
which received manufacturing and marketing approval in September. 

 

First, let me explain the features of Jaypirca tablets, which was launched on August 21, 2024 after signing an 
alliance agreement with Eli Lilly Japan K.K. in March 2024. 



 
 

 

 
 

 

Jaypirca tablets, generic name Pirtobrutinib, are available in two dosage forms: 50 mg and 100 mg. 

The indication is relapsed or refractory mantle cell lymphoma that is resistant or intolerant to other BTK 
inhibitors. 

Based on the alliance agreement, Eli Lilly Japan will be in charge of product supply and we Nippon Shinyaku 
will be in charge of distribution, sales, and information provision activities. 

 

 



 
 

 

 
 

Here we present Japanese real-world data for relapsed/refractory mantle cell lymphoma. 

The most common treatment of choice as second-line therapy in relapsed/refractory mantle cell lymphoma 
was a covalent BTK inhibitor, but a variety of other treatments were also tried after discontinuation of 
treatment with covalent BTK inhibitors, as shown in the figure. 

 

Currently, BTK inhibitors approved in Japan and abroad covalently bind to C481 of BTK. 

On the other hand, Jaypirca binds noncovalently to several amino acids that differ from C481. 

Therefore, it has been reported to inhibit the BTK pathway even when the C481S mutation, a known 
mechanism of resistance to existing BTK inhibitors, occurs, and it is expected to be effective when resistance 
occurs with covalent BTK inhibitors. We believe this could be a new treatment option after discontinuation of 
treatment with covalent BTK inhibitors. 

 



 
 

 

 
 

 

We will now present the efficacy results of the international Phase I/II BRUIN-18001 study, which is the data 
on the basis of which the product was approved in Japan. 

These are the results for the patient group with the approved indication of 'relapsed/refractory mantle cell 
lymphoma with resistance or intolerance to other BTK inhibitors.' The primary endpoint, response rate, was 
56.9%, with 37 responders, including 13 complete responses or CRs, and 24 partial responses or PRs. 

 

 



 
 

 

 
 

The median duration of response, a secondary endpoint, was not reached, with 57.6% of patients having a 
sustained response at 18 months. 

We believe that the results of this clinical trial will make Jaypirca a new treatment option for mantle cell 
lymphoma who are resistant or intolerant to covalent BTK inhibitors and address the unmet medical needs of 
patients. 

Jaypirca is also currently in five Phase III studies for mantle cell lymphoma and chronic lymphocytic leukemia. 

These studies are international clinical trials including Japan, and domestic development is underway. 

We believe that expanding the indications will help even more patients in the future. 

This concludes the description of the features of Jaypirca tablets. 

 

I would like to continue by explaining the features of Yuvanci combination tablets. 

In recent years, various pulmonary vasodilators have been developed for the treatment of pulmonary 
hypertension, and evidence supporting combination therapy with drugs that have different mechanisms of 
action has been accumulating. As a result, the Japanese guidelines for the treatment of pulmonary 
hypertension now recommend initial combination therapy with two or three drugs for patients with various 
levels of risk. 

The ESC/ERS Guidelines for Diagnosis and Treatment of Pulmonary Hypertension also recommend initial 
combination treatment with macitentan and tadalafil for IPAH, HPAH, and DPAH without cardiopulmonary 
disease as Class I. 

The introduction of a combination drug containing macitentan and tadalafil as ingredients was promoted by 
the possibility of improving convenience by reducing the number of dosing tablets and simplifying 
prescriptions. 



 
 

 

 
 

 

Yuvanci combination tablets is the first oral combination drug approved in Japan for the treatment of 
pulmonary arterial hypertension, containing the endothelin receptor antagonist, macitentan, and the 
selective phosphodiesterase 5 inhibitor, tadalafil. 

It is a combination tablet containing 10 mg of macitentan and 40 mg of tadalafil, to be taken once daily. 

For patients being treated for PAH, this is expected to improve convenience by reducing the number of 
medication tablets and simplifying prescriptions. 

 



 
 

 

 
 

PAH is a poor prognosis disease in which the blood pressure in the pulmonary artery, which carries blood from 
the heart to the lungs, rises abnormally for some reason, and is designated as an Intractable Disease by the 
Ministry of Health, Labor and Welfare. 

Three types of pulmonary vasodilators, rostacyclins, endothelin receptor antagonists, and phosphodiesterase 
5 inhibitors, are the main drugs used in this therapy, and combinations of two or three of these drugs are also 
used. 

Yuvanci combination tablets is a combination drug containing macitentan, an endothelin receptor antagonist, 
and tadalafil, a phosphodiesterase 5 inhibitor. 

 

Here are the results of the A DUE study, a global Phase III study. 

The subjects were 186 patients with PAH. 

The macitentan and tadalafil group showed significant improvement in pulmonary vascular resistance in both 
the macitentan and tadalafil monotherapy groups, confirming the superiority of the Yuvanci combination 
tablets over each monotherapy group. 

We believe that we can contribute to the treatment of PAH by appropriately delivering this drug to patients 
and healthcare professionals who need it. 



 
 

 

 
 

 

This page shows the estimated percentage of patients in the pulmonary hypertension market in Japan. 

More than half of PAH patients are treated with a single drug, but about 35% are treated with two or more 
drugs in combination. 

About 25%, or a quarter of all patients, are taking two drugs together, including nearly 60% who are taking an 
ERA in combination with a NO-based drug, which is the combination of Yuvanci combination tablets. 

We believe that the use of Yuvanci combination tablets in these patients will help reduce the number of 
tablets they take and improve adherence. 

This concludes the introductions of our new products. 
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Q&A for 2Q FY2024 Financial Results (Summary) 

 

November 15, 2024 

No. Questions Answer 

1 

Regarding the business forecast, the exchange rate is assumed to be 140 

yen to the dollar in the 2H, but what is the exchange rate in 2Q results and 

FY2024 full year? 

The exchange rate for 2Q results is 152.8 yen, and the assumed rate for 2H is 

140 yen. 

2 

If the exchange rate remains at the current rate of 150 yen to the dollar, 

there would be a foreign exchange gain between the current rate and the 

company's forecast rate of 140 yen for the second half, resulting in an 

increase in operating income of approximately 3 billion yen. Is my 

assumption correct? 

We have the same view. We shared the sensitivity of the exchange rate in 

today’s presentation material. It is assumed to be an increase of approximately 

300 million yen in operating profit for every 1 yen depreciation of the yen. In 

addition, assets are revalued at the end of every fiscal year, so there will be 

some fluctuation depending on their values at that point. 

3 

The "Revenue in the Rest of World" listed in the Semiannual Securities 

Report (2H Yuka-shoken-houkokusho) is about 2.3 billion yen for this fiscal 

year, an increase compared to 1.2 billion yen for the same period last year. 

Compared to the April-June period of this year, did it slow down in the July-

September period? 

It is not slowing down compared to April-June, but is growing. 

4 

I understand that CAP-1002 is expected for the FDA approval in DMD-

cardiomyopathy in the second half of next year, and that the results of the 

HOPE-3 study summarizing cohorts A and B will probably be announced at 

the same time. If the results of HOPE-3 differ from expectations, what 

scenarios are possible? Could you tell us your thoughts on whether the 

product can continue to be marketed with additional studies like Viltepso, 

or whether the approval will be withdrawn? 

The DMD-cardiomyopathy indication for CAP-1002 is different from the case 

of Viltepso. It is the full approval process based on data from HOPE-2, which 

has already come out, and its open label extension (HOPE-2 OLE) trial. We 

believe that the approval for cardiomyopathy would remain even if the data of 

HOPE-3 was not favorable because approval based on the results of HOPE-3, 

which will include skeletal muscle data, would be an indication expansion. 
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5 

Regarding the definition of patients eligible for DMD-cardiomyopathy in 

CAP-1002, I remember that a subgroup analysis of patients with a LVEF 

(left ventricular ejection fraction) of 45% or greater demonstrated an 

improvement. I guess it depends on the label, but does that mean that 

patients with an LVEF of 45% or greater are eligible regardless of age or 

ambulation status? 

It depends on the outcome of the labeling discussions, but I think your guess 

is correct. 

6 

Capricor mentioned* that 50-60% of all DMD patients in the U.S. has DMD-

cardiomyopathy, which is about 8,000 people. Do you agree to this?  

CAP-1002 originally targeted non-ambulatory DMD patients who account 

for about half of all DMD patients, and will the number of eligible patients 

not change much?  

 

* Capricor Therapeutics Third Quarter 2024 Financial Results and Corporate 

Update Conference Call on November 13, 2024 

We have also researched on the number of eligible patients for CAP-1002 and 

shared the results with Capricor, but both companies' understanding is almost 

the same. We believe that patients aged 10 and over, who are the target of the 

HOPE-3 study, are also the target of CAP-1002, and our company estimates a 

slightly higher percentage than Capricor's. However, the total number of 

patients estimated by both companies is almost the same. We are also 

researching the willingness of insurance companies to reimburse and doctors 

to prescribe in the U.S., but we cannot provide an estimate of the number of 

patients at this time. 

7 

According to Capricor's conference call (see note above), 100 patients who 

had participated in clinical trial would be switching directly to commercial 

products. If the product is successfully launched in the market, will sales of 

these 100 patients be generated right after the product launch? 

Once the period of open label extension (OLE) after HOPE-2 is over, the 100 

patients will then move to commercial products. Although it will take some 

time after approval, we expect a smoother start compared to Viltepso, which 

started with 14 patients. 
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8 

If CAP-1002 receives indication of DMD-cardiomyopathy, do you think you 

will be able to achieve the revenue expansion envisioned in the 7th Five-

Year Medium Term Management Plan? If so, will the results of the HOPE-3 

trial be a further upside? 

It will be an upside factor. 

The market which we originally contemplated for CAP-1002 can be covered 

only with an indication for DMD-cardiomyopathy. Most of the patients who are 

over the age of 10, which is one of the inclusion criteria in HOPE-3, have heart 

problems, and there is currently no drug on the market that acts on and 

protects the heart of DMD patients, so demand for the product could expand 

quickly once it is launched. We believe that the HOPE-3 data can be used for 

patients who are young and have not experienced a decline in cardiac function 

but have reduced motor function. 

9 

Although CAP-1002 is likely to penetrate in the market quickly after its 

launch, is there any possibility that the supply will be a bottleneck when it 

expands all at once? 

We have confirmed with Capricor that the current manufacturing site is 

sufficient to meet the immediate demand and Capricor is currently in the 

process of expanding its manufacturing site. If demand far exceeds 

expectations, there may be a possibility of a bottleneck occurring on the supply 

side, but we are currently preparing for this while confirming the number of 

patients. 

10 

Both your company and Capricor are expecting that CAP-1002 will spread 

rapidly in the market. Do you think you can handle the expected increase in 

demand with the current manufacturing sites? 

Yes, we do. 

11 

Capricor announced that they can make thousands of doses of CAP-1002 

from a single heart, is this correct? 

That’s correct. One heart is enough to cover one whole clinical trial. There are 

several steps involved in making a drug, but one heart is enough to cover that 

much. 
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12 

Did you purchase 20% of Capricor's shares? Is that stock purchase for 

European rights of CAP-1002? I think that CAP-1002 sales in Europe were 

not included in the 7th Five-Year Medium Term Management Plan. What are 

your plans for Europe over the next couple of years? 

We have invested in Capricor, and now hold a 15% stake in the company. We 

purchased the shares this time to obtain exclusive negotiating rights for 

distribution in Europe. We had previously invested a small amount in Capricor, 

and the total now stands at around 15%. 

Capricor is planning to start discussions with European authorities early next 

year. In discussions with the FDA, it was decided to use the results of the 

HOPE-2 trial to move forward with approval for DMD-cardiomyopathy, but it is 

not known what will happen in Europe. If the European authorities have the 

same opinion as the FDA, the product launch timing will be accelerated, but 

there is also the possibility that data from the HOPE-3 trial or a new trial will 

be required. Therefore, the timing of the product launch in Europe is uncertain. 

13 
Will you invest in European market entry after all is known with CAP-1002? We will consider how to proceed after checking the situation of the 

negotiations in Europe next year. 

14 

Is the number of patients expected to be treated with the gene therapy 

ATSN-101, for which a partnership has just been announced, likely to be 

higher than that for Luxturna*? 

Will the economic terms be similar to those of Capricor? Is there a 

possibility that the drug will be launched during the 7th Five-Year Medium 

Term Management Plan? 

 

 *ATSN-101 is a gene therapy for the treatment of hereditary retinal 

dystrophy caused by biallelic RPE65 mutation-associated retinal dystrophy. 

CAP-1002 has been developed by Capricor and will be distributed by our group 

under the distribution partnership. For ATSN-101, we will bear the 

development costs for the P3 trial. Therefore, it is a form of in-licensing of a 

product under development, and the profit structure differs from that of CAP-

1002.  

The exact launch timing of ATSN-101 has not been disclosed, but we hope to 

be able to bring it to market within the timeframe of the 7th Five-Year Medium 

Term Management Plan.  

According to epidemiological research, the number of patients targeted by 

ATSN-101 is slightly higher than that of Luxturna. As it is a gene therapy that 

targets a different population to Luxturna, we are expecting a similar price. 

15 
Luxturna has sold over $600 million globally. Do you expect the same level 

of sales? 

In our understanding, Luxturna had global sales of 210 million dollars in 2023, 

of which 50 million dollars were in the U.S. 
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16 

I would like to ask about future events for Viltepso. When do you think you 

will be able to submit the Clinical Study Report (CSR) to the FDA, receive 

the review, and hold a meeting with them? 

The Clinical Study Report and Study 303 protocol are scheduled to be 

submitted this year. We expect the FDA review to take around 2-3 months, so 

we would like to hold a meeting with the FDA by the end of FY2024 (March 

2025). 

17 

Regarding the FDA's stance on Viltepso, is it positive for you that the 

meeting, which was previously scheduled for October, has been delayed 

because they want to see a little more data? 

We did not have a meeting this time, but we did receive comments from the 

FDA. We expect that the FDA will review and comment on the Study 303 

protocol in advance, and that it has not been said that Viltepso will be 

withdrawn from the market right now. We are positive about this. 

18 
Do you have any concern that Viltepso cannot continue to be on the market? We do not believe there are any at this time. 

19 

If we apply the range of the NSAA* score to Study 303, can we narrow down 

the patients from the heterogeneous patient group? 

 

*North Star Ambulatory Assessment 

It is difficult to define patients based on the range of the NSAA alone. However, 

if we select cases that have progressed to a certain extent in terms of the 

NSAA and age, we believe we can narrow down the patient group with 

declining motor function. In Study 301, there was a mix of different types 

patients, but in Study 303, we think we can reduce the patient variation. 

20 
Is it generally acceptable to narrow down patients by NSAA and age? Based on the results of Study 301, we have so inferred, and KOLs have said 

that it is reasonable. 

21 

If the FDA approves the patient narrowing criteria for Viltepso’s Study 303, 

will it affect clinical trials for other PMO products under development? We 

believe that the same patient population as Study 303 will be targeted in 

the confirmatory trial, but will it affect the ongoing P1/2 study? 

The endpoint of the P1/2 trial for the other PMO products is the expression of 

dystrophin protein, so it will not be affected. For a confirmatory trial, we will 

utilize the design of Study 303 based on the experience of Study 301 to come 

up with a design that will result in a significant difference. 
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22 

Study 303 is to set up a very strict protocol, and it may take time to recruit 

patients. The 7th Five-Year Medium Term Management Plan had a plan to 

launch Viltepso in Europe and China in FY2028, but is there any change in 

the schedule? At the 7th Five-Year Medium Term Management Plan briefing 

(May 28th, 2024), you mentioned hiring a chief medical officer in the U.S. for 

the upcoming negotiations with the FDA. 

The protocol for Study 303 that we introduced today has stricter inclusion 

criteria than Study 301. If we agree with the FDA on our current study design, 

we cannot deny the possibility that the schedule will be pushed back slightly, 

since the schedule we presented during the 7th Five-Year Medium Term 

Management Plan briefing is an estimate for a study that is almost identical 

to Study 301. However, we would like to complete the trial as soon as possible, 

taking full advantage of our experience in conducting a global trial once. As for 

the chief medical officer in the U.S., we have not yet been able to hire one. 

Interviews are underway, and some finalists have been shortlisted; in addition 

to a qualification of MD (Medical Doctor), we are screening to see if a 

successful candidate can perform well within the company, so it will take some 

more time. 

23 

In slides today, you presented the results of two subgroup analyses of the 

Study 301, one of which was for patients with progressed symptoms. I would 

like to know again the results of the other subgroup analysis regarding 

steroids. 

Among the patients who participated in the clinical trial, intermittent dosing 

and daily dosing were mixed in terms of steroid administration methods, but 

when these were narrowed down to patients who received daily dosing, 

significant results were observed in terms of knee flexor measurement. 

24 

Will you be presenting the data from Study 301 for Viltepso, which was 

disclosed as part of today’s IR meeting material, to KOLs and patient 

advocacy groups? 

We have already presented the data to KOLs. Patient advocacy groups will 

learn the data through today's disclosure. 

25 

What is the response from KOLs? KOLs discussed the limitations of Study 301 and gave us advice on how to 

make a significant difference in the next study. The tendency of steroids was 

first reported in an academic paper in 2024, and KOLs pointed out that this 

may have also affected the study. 



 

7 

 

26 

I think that the protocol for Study 301 of Viltepso was quite rough because 

the use of steroids was not adequately controlled. Steroids are a standard 

drug, but they were not controlled. Was this because you left everything to 

the CRO? 

As a result, the trial ended up being rather rough. In Japan and the U.S., the 

steroids were administered daily, but in Europe they were administered 

intermittently. It was also discovered after the trial began that there was a 

tenfold difference in the dosage between countries. We would like to reflect 

on these issues and conduct the next trial. 

27 

Viltepso sales are strong in Q2. Is there any impact of gene therapy so far 

on Viltepso sales and NS-050 recruiting? 

We do not think there is any impact. I actually spoke to physicians in the U.S., 

and they acknowledged the effectiveness of exon skipping drugs. I have not 

heard of any cases where Viltepso was not effective and the patient was 

switched to gene therapy. One reason why gene therapy has not expanded as 

much as expected may be the burden on medical institutions of having to 

continuously monitor patients. In the clinical trials for NS-050 and NS-089, 

patients are also informed of the trials before gene therapy if they meet the 

protocol. We do not think that the impact of gene therapy will prevent the 

recruitment of patients for the trials. 

28 

Sarepta Therapeutics has ended development of all the new nucleic acid 

drugs over a safety problem in kidney function. I would like to hear your 

opinion on whether this is due to the modality or is specific to the Sarepta 

case. 

We were also developing a peptide-conjugated PMO (PPMO), but this was put 

on hold due to unexpected toxicity in non-clinical trials. Sarepta's Peptide-

conjugated PMO (PPMO) has previously been reported to have the side effect 

of hypomagnesemia. While PMO itself is safe, we believe that an extra care 

should be taken when adding peptides, antibodies, etc. From a passive 

perspective, it is safest to not add anything, but for convenience, some 

approach should be considered after ensuring safety. 
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29 

Is it overly optimistic to think that Sarepta's decision to discontinue 

development of PPMO will result in less focus on future marketing activities 

for exon skipping products, which in turn will positively impact Viltepso and 

your company's upcoming exon skipping products? 

Regarding the competition for the exon 53 skipping drug, Viltepso is currently 

trying to catch up with golodirsen (Vyondys 53) in the U.S. market. We are not 

developing an exon 45 skipping agent, so there will be no competition with 

them in that category. However, we believe that the exon 51 skipping agent will 

give us a competitive advantage in the PMO market if their focus on PMO 

decreases. It is also important for us to speed up drug developments. 

30 

At the time of the drug price calculation for Vyxeos, the peak sales were 

estimated to be 2 billion yen (as disclosed by the Central Social Insurance 

Medical Council on May 15, 2024), but the company's forecast for this fiscal 

year is 4.6 billion yen. What was different from the assumptions made at 

the time of the drug price calculation? Is it 7+3 therapy and/or switching 

from other therapies? Based on this, how much of the upside of sales do 

you think remains? 

Because AML progresses very quickly, it is necessary to use drugs as early as 

possible, and the adoption of Vyxeos prescriptions progressed more quickly 

than expected. While we had expected that Vyxeos would be prescribed mainly 

for new-onset acute myeloid leukemia (AML) in patients aged 60 to 75 years 

who were suitable for chemotherapy, in actual clinical practice, it is also being 

prescribed for relapsed/refractory AML patients who had already used various 

treatment drugs and were waiting for the launch of Vyxeos. Basically, Vyxeos 

is a drug that is expected to be most effective for patients who are 65 to 70 

years old and who are suitable for chemotherapy. We hope that the drug will 

first be used in that age group and that its efficacy will be recognized.  

The peak sales figures in the data from the Central Social Insurance Medical 

Council were based on the assumption that the drug would be prescribed 

within the range of 60 to 75 years of age for new-onset AML, for which there 

is evidence. In reality, the product got off to a strong start because it was also 

prescribed for patients with relapsed/refractory AML and other conditions who 

were awaiting treatment. We think that the further growth of prescriptions for 

new-onset AML will lead to further growth, regardless of age group. The sales 

guidance will be provided after the situation has been confirmed for a while, 

as it has only been six months since it was launched. 
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