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Presentation 
 

Imura: Thank you very much for joining us today at Ono Pharmaceutical’s financial results meeting for Q2 of 
the fiscal year ending March 2027.  

First, I would like to introduce the attendees. Takino, Representative Director, President and COO. 

Okamoto, Corporate Officer, Executive Vice President, Clinical Department.  

Itoh, Corporate Executive Officer, Chief Officer of Finance & Accounting Division.  

Kitada, Corporate Officer, Executive Vice President, Sales & Marketing .  

That is all. 

 

First, President Takino will provide an overview of the financial results for Q2 of the fiscal year ending March 
2027, followed by Mr. Okamoto, Executive Vice President, Clinical Department, who will explain the 
progress of our development pipeline. 

There will also be time for questions and answers after the Company's presentation. As you are likely 
already aware, the materials are available on our website, so please feel free to refer to them.  

Now, President Takino will begin by presenting an overview of our financial results for Q2 of the fiscal year 
ending March 2027.  
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Takino: Now, let’s move right on to the financial highlights for Q2 of the fiscal year ending March 2027. First, 
let’s start with the key points of today’s overview. As indicated in red, our financial results for H1 showed a 
decline in revenue but an increase in profit. 

In terms of revenue, while domestic sales declined following the termination of the co-marketing agreement 
for FORXIGA, overseas sales increased steadily due to strong growth in QINLOCK and ROMVIMZA, and 
royalty income also rose. As a result, revenue totaled JPY232.5 billion, a 9.6% decrease from the same 
period last year. 

Core operating income increased 5.1% YoY to JPY73.6 billion, while core interim income rose 5.5% YoY to 
JPY56.8 billion. 

There are no revisions to our full-year earnings forecast from what was announced in May of this year, and 
we currently expect both revenue and profit to decline compared to the previous fiscal year. Regarding 
revenue, we expect it to reach JPY455 billion due to factors such as the end of the co-marketing agreement 
for FORXIGA; however, with an eye toward future growth, we will continue to maintain our R&D investment 
at a level of approximately 30% of revenue. As a result, due to factors such as proactive investments and a 
decline in revenue, we currently expect core operating income to be JPY124 billion. 

Finally, we have a few topics related to research and development of new products. First, XCOPRI was 
approved in Japan, and we acquired the development and marketing rights for BHV-1300—a Phase 3 
treatment for Graves' disease—from the US-based company Biohaven for Japan, South Korea, Taiwan, and 
ASEAN countries. I’d like to briefly touch on these points later. 

In addition, as we announced in a press release today, we have been conducting five proof-of-concept (PoC) 
trials related to pain and mental disorders. It's an endocannabinoid modulator. Regarding ONO-1110, 
positive signals were received for three pain-related indications. 
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Although our development team will provide further details on this later, given the very favorable safety 
profile observed in the clinical trial, we have high hopes that this will become a major growth driver going 
forward. 

 

Here are the revenue figures for Q2. 

As shown in the breakdown on the right, sales of products and merchandise decreased by JPY38.8 billion, or 
22.2%, YoY to JPY136.1 billion, while royalties and other revenue increased by JPY14.2 billion, or 17.3%, YoY, 
totaling JPY96.4 billion. Consequently, total revenue decreased by JPY24.6 billion, or 9.6%, YoY to JPY232.5 
billion. 
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Here is the breakdown of the increase or decrease in sales revenue figures for Q2. 

As shown here, domestic product sales decreased by JPY49.4 billion, driven by a JPY48.8 billion decline in 
sales of FORXIGA, as well as declines in sales of OPDIVO, ORENCIA, and other products. 

On the other hand, overseas product sales—shown in blue—increased by JPY10.7 billion, driven by higher 
sales of QINLOCK and ROMVIMZA, among other factors. Additionally, regarding royalties for OPDIVO, local 
sales amounted to JPY6.1 billion, and due to exchange rate fluctuations, this figure increased by JPY7.4 
billion. As a result, revenue totaled JPY232.5 billion, a decrease of JPY24.6 billion from the JPY257.1 billion 
recorded in the same period of the previous fiscal year. 
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Next, we will move on to an overview of domestic sales by product. 

First, regarding OPDIVO, sales decreased by 2.3% YoY to JPY57.2 billion due to intensifying competition. 
Sales of ORENCIA, a treatment for rheumatoid arthritis, decreased by 30.5% YoY to JPY9.6 billion due to the 
impact of the NHI price revision in April of this year. 

In addition, sales of GLACTIV, a drug for diabetes treatment, decreased 10% to JPY6.2 billion. Furthermore, 
sales of KYPROLIS, a drug for multiple myeloma treatment, decreased 12% to JPY3.5 billion due to the 
impact of competitive products. On the other hand, VELEXBRU increased 1.6% to JPY6.1 billion, PARSABIV 
increased 11% to JPY5 billion, and ONGENTYS, a drug for Parkinson’s disease treatment, increased 17% to 
JPY5.2 billion, continuing to show steady growth. 

BRAFTOVI saw significant growth in first-line treatment for BRAF-mutated colorectal cancer—an indication 
added last fiscal year—with sales reaching JPY4 billion, a 50% YoY. 
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I’d like to add just one more point regarding OPDIVO. 

As of the end of H1 of this fiscal year, we are slightly behind our targets. By cancer type, while there are 
competing products for gastric cancer and esophageal cancer, progress is proceeding largely as planned. 

On the other hand, while we are beginning to see some growth in non-small cell lung cancer cases, we are 
still falling short of our targets when compared to our plan. In addition, while we are seeing steady growth 
in the areas of hepatocellular carcinoma and colorectal cancer—which were added to the coverage last 
year—we are currently running slightly behind schedule. 

In H2 of the fiscal year, we intend to achieve solid growth and aim for JPY120 billion. 
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Next, we’ll look at overseas sales by product. 

Sales of QINLOCK, a drug for gastrointestinal stromal tumors (GIST) treatment, have been performing 
strongly, rising 25.6% YoY to JPY22.8 billion, driven by expanded use not only in the US but also in Europe 
and other regions. 

Furthermore, regarding ROMVIMZA, the results indicate that it is steadily gaining recognition as the first-line 
treatment for patients with tenosynovial giant cell tumor (TGCT). Sales have also been performing well, 
reaching JPY8.7 billion—a 215.8% increase YoY. 

Regarding OPDIVO, the figures shown here represent the combined total for South Korea and Taiwan, which 
amounted to JPY7.2 billion, a 0.3% decrease YoY. Meanwhile, regarding OPDIVO royalties, driven by 
increased local sales of OPDIVO and foreign exchange effects, they increased 16.3% YoY to JPY69.1 billion, 
while royalties from KEYTRUDA increased 16.8% to JPY16.1 billion. 
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For your reference, this chart shows the quarterly sales trends for QINLOCK and ROMVIMZA for the previous 
and current fiscal years, with figures in US dollars to illustrate local sales. 

Even when excluding the impact of exchange rates, I believe you can see that we are achieving steady 
growth quarter by quarter, and both products are on track to meet the full-year targets for this fiscal year 
shown on the far right. 

 

Next, let’s move on to core operating income. 
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Net income rose by JPY3.6 billion, or 5.1%, from the previous quarter to JPY73.6 billion. 

As for the factors behind this, while revenue decreased by JPY24.6 billion YoY to JPY232.5 billion, on the 
expense side, costs related to FORXIGA and other items decreased by JPY13.1 billion, research and 
development expenses decreased by JPY1.9 billion YoY, and selling, general, and administrative expenses 
decreased by JPY13.1 billion YoY. 

 

We have illustrated the breakdown of these increases and decreases in the chart below. 

While revenue decreased by JPY38.8 billion due to the termination of the co-marketing agreement, which 
resulted in the discontinuation of revenue recognition for FORXIGA, the net decrease in revenue was 
JPY24.6 billion due to an increase in royalty income. 

Costs of sales decreased by JPY13.1 billion, primarily due to a reduction in expenses related to FORXIGA. 
Research and development expenses decreased by JPY1.9 billion compared to the same period last year, 
due to a decline in one-time development expenses paid to Bristol-Myers Squibb and a decline in expenses 
related to the drug discovery partnership with LigaChem. 

As for selling, general, and administrative expenses, they decreased by JPY13.1 billion—primarily due to a 
reduction in co-promotion expenses following the end of the co-marketing arrangement for FORXIGA—
resulting in a JPY3.6 billion YoY increase in core operating income to JPY73.6 billion. 
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Here is the overall income statement on a core basis. 

Although revenue decreased by 9.6% YoY to JPY232.5 billion, core operating profit increased by 5.1% YoY to 
JPY73.6 billion, and core profit for the period increased by 5.5% YoY to JPY56.8 billion. 

 

For your reference, these are the consolidated financial results on a full-basis. 
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While revenue was the same as core revenue, operating profit increased 11.2% YoY to JPY57.9 billion, and 
profit for the period attributable to owners of the parent company increased 12.1% YoY to JPY44.9 billion. 
On a full-year basis as well, the financial results show a decline in revenue but an increase in profit. 

 

Here is the full base to core base adjustment table. 

The adjustments primarily relate to cost of goods sold and include JPY12 billion in amortization of intangible 
assets associated with acquisitions and system implementations, as well as a JPY3.7 billion adjustment to 
inventory valued at fair value. 
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Next, here are our core-based earnings forecasts for this fiscal year. There are no changes to the earnings 
forecast we announced on May 8 of this year. 

We expect revenue to decrease by 11.8% YoY to JPY455 billion, primarily due to the termination of the co-
marketing agreement for FORXIGA. In terms of expenses, we will continue to allocate approximately 30% of 
our revenue to research and development as an investment in future growth. 

While we are striving to streamline other expenses, due to the impact of aggressive investments and a 
decline in revenue, we expect core operating income to decrease by 9.6% YoY to JPY124 billion, and core net 
income to decrease by 10.1% to JPY93 billion. 

Although we are forecasting a decline in profits, we are making every effort to maintain our profit levels as 
much as possible. 
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Here's for your reference. There are also no changes to the full-year forecast on a full-basis from the 
forecast announced on May 8 of this year. 

That concludes our report on financial results. As I mentioned at the beginning, I would now like to discuss 
several topics related to new products and research and development that are unrelated to our financial 
performance. 

 

First, I’d like to introduce XCOPRI, a new epilepsy treatment that was approved in Japan on September 16 of 
last month. 
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It is estimated that there are approximately 1 million people with epilepsy in Japan, and 30 percent of them 
still experience seizures. XCOPRI, which has now been approved, is a medication that suppresses seizures 
through two mechanisms of action: sodium channels and GABA receptors. It was already approved in the US 
in 2019 and is now widely used there. 

We, too, are very much looking forward to this new medication for the neurological field, as it will be the 
first new drug we’ve been able to bring to Japan in quite some time. 

 

I’d like to briefly explain some of its features. 

These are the results of an international Phase 3 clinical trial conducted in Asian patients. As shown in the 
graph on the left, the seizure freedom rates were 30.1% for the 200 mg dose and just over 52% for the 400 
mg dose. These figures represent seizure freedom rates that cannot be achieved with existing antiepileptic 
drugs. 

On the other hand, since the frequency of side effects tends to increase with higher doses, we expect that 
careful dose adjustment during treatment will help control seizures in patients with epilepsy and, in 
particular, contribute to achieving a seizure-free state. 
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I’d also like to introduce the topic of licensing partnerships. 

As announced in our press release on October 8 of this year, we have entered into an exclusive licensing 
agreement with the US-based company Biohaven for its IgG degrader, and have secured the rights to 
develop and commercialize the product in Japan, South Korea, Taiwan, and the ASEAN countries. 

We expect this IgG-degrading agent to become a new class of therapeutic drug that eliminates the 
autoantibodies responsible for autoimmune diseases. I invite you to review the details, but among the 
assets for which we have acquired rights this time, BHV-1300—which is the most advanced in 
development—has already demonstrated in Phase 1 trials that it reduces levels of thyroid-stimulating 
hormone (TSH) receptor antibodies, known as TRAb, and normalizes thyroid hormone levels accordingly. 

An international Phase 3 clinical trial for Graves' disease is currently underway, and results are expected in 
January 2028. Although these rights are primarily focused on Asia, we view them as assets aimed at bringing 
the product to market by 2030—and, particularly in Japan, as a product that will allow us to fully leverage 
our capabilities—and we have high hopes for them. 
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This is an update on ONO-4578, a project currently in our pipeline. 

This information has already been published on the clinical trial information website, ClinicalTrials.gov. Here 
is the study design for the Phase 3 trial. 

This will be a global, double-blind, controlled clinical trial. This trial is designed for patients with advanced or 
metastatic gastric cancer who have not previously received chemotherapy, are HER2-negative, and are PD-
L1-positive—specifically, those with a CPS score of 1 or higher. 

Regarding the target number of cases, this is a trial involving 300 cases in each group, for a total of 600 
cases. As stated, the primary endpoints are OS and PFS; as for the secondary endpoints, I will omit them 
here as they are already listed. 

Globally, approximately 1 million patients are newly diagnosed with gastric cancer each year, and in Japan, 
140,000 people are diagnosed annually; it is said to be the third leading cause of cancer-related deaths in 
Japan. Furthermore, it is said that patients with a CPS score of 1 or higher—who are the focus of this study—
account for 80% of patients with HER2-negative gastric cancer. We plan to begin collecting tumor data in 
January 2031, but we intend to move forward with the process so that we can complete it as quickly as 
possible and bring the product to market. 
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Next, here is an update on the ONO-2808, which, like the ONO-4578, is scheduled to begin testing this fiscal 
year. This information is also taken from the publicly available data on ClinicalTrials.gov. 

As with ONO-4578, Phase 3 will be a global, double-blind, controlled trial, and the target patient population 
will consist of patients with MSA-P, a Parkinsonism-predominant form of multiple system atrophy. The study 
consists of three groups—high-dose, low-dose, and placebo—with a target sample size of 486 patients. 

The primary endpoint was assessed based on 11 of the 12 items in Part 1 of the Modified UMSARS 
(mUMSARS)—a globally recognized symptom score for patients with MSA—excluding the 11th item. The 
secondary endpoints are as described here. 

We plan to collect the primary data for these trials in 2029, and we hope to make this treatment available as 
soon as possible to patients suffering from MSA. 
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This is the last page for my presentation. 

Regarding tirabrutinib, which is currently under review for approval in the US, the PDUFA target date for the 
completion of the review is December 18 of this year. 

With regard to PCNSL (primary central nervous system lymphoma), the target indication for tirabrutinib, this 
is a disease primarily confined to the brain. In the US, treatment typically begins with the three drugs shown 
on the right—high-dose methotrexate, rituximab, and temozolomide—as shown on the right—but for 
recurrent or refractory(R/R) PCNSL, approximately 80 percent of patients receive treatments other than 
high-intensity chemotherapy. We expect tirabrutinib to be approved as one of the treatment options in this 
setting. 

Currently, there are no drugs approved in the US for the treatment of R/R PCNSL; therefore, we believe that, 
if approved, this drug will benefit PCNSL patients by providing a new treatment option. 

Furthermore, here at Ono Pharmaceutical, following the acquisition of Deciphera two years ago—which led 
to the acquisition of QINLOCK—and the launch of ROMVIMZA last year, we are hopeful that this will mark 
our third new global product in three consecutive years. 

Later on, we will hear a detailed update on the development status directly from the development team, 
but first and foremost, I would like to clearly convey today that we are making steady progress in 
strengthening our development pipeline. We are committed to continuing to invest heavily in research and 
development while striving to further increase our global product sales and market presence. 

That concludes my presentation. 

Imura: Next, Mr. Okamoto, Executive Vice President of Clinical Department, will discuss the progress of our 
development pipeline.  
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Okamoto: I will use the progress report on our development pipeline—which is available on our website—to 
explain the changes that have occurred since July 31 of this year. 

Here are the current status and schedule for obtaining approvals.  

First, regarding the status of approvals for FY2026—this current fiscal year—as President Takino mentioned 
earlier, we have successfully updated the approval for XCOPRI (generic name: cenobamate), which was 
granted in Japan this past September. 

Next, regarding our future plans: We had planned to seek approval for OPDIVO for the treatment of 
hepatocellular carcinoma following surgery in FY2027; however, since we unfortunately did not achieve the 
expected efficacy or results, we have removed this from our plans. 

Next, as President Takino mentioned to you individually a moment ago, we have the BHV-1300. This 
compound was licensed from Biohaven in the US. We are currently projecting that it will receive approval in 
Japan in FY2029 for the treatment of Graves' disease, so we have added this information. 

Next, in the upper right corner, the area outlined in green represents a group of compounds that we plan to 
roll out globally—including Europe, the US, and Japan. As announced in today’s press release, regarding 
ONO-1110, we have established proof of concept (PoC) for peripheral neuropathic pain and interstitial 
cystitis, and we have determined that we have established proof of concept (PoC) for these indications, so 
we are adding them to this list. 

Regarding the ONO-1110, I will provide an overview—including our future development plans—at the end 
of my presentation. 

That concludes our report on the status and schedule regarding the acquisition of approvals. 
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Next, we will present the progress of our development pipeline in the field of oncology. 

As for ONO-4578 phase 3 clinical trial, since Mr. Takino already discussed this earlier, I’ll skip over it. 

Meanwhile, regarding ONO-4578, we had been conducting development and exploratory trials in Japan for 
its use as a second-line treatment for non-small cell lung cancer; however, we have decided to discontinue 
these trials for strategic reasons and have therefore removed this item from this report. 

While first-line treatment for non-small cell lung cancer—regardless of whether the patient is in Japan or 
abroad—typically involves regimens that include immunotherapy (IO) unless a specific genetic mutation is 
present, we have conducted an exploratory trial to evaluate the efficacy of ONO-4578 with OPDIVO in 
combination with standard chemotherapy patients who had previously received first-line treatment and 
were now eligible for second-line therapy. 

I’m sure you are all aware that, fundamentally speaking, competition in the development of first-line 
treatments for non-small cell lung cancer has become extremely intense. Specifically, given that it has 
become increasingly difficult to envision conventional immunotherapy—particularly bispecific antibodies—
remaining the standard of care indefinitely, we have decided, as part of our portfolio management strategy, 
to discontinue development for second-line treatment of non-small cell lung cancer. 
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Staying with the field of oncology, this concerns the Phase 1 trial of ONO-7429, the anti-L1CAM ADC shown 
below. While this trial has already been conducted in Japan, we are currently updating the information now 
that the database data has been made public. 

 

Next, here is the status of development in the non-cancer field. 

As for cenobamate, XCOPRI tablets, since this information overlaps with what I mentioned earlier, I will omit 
it. 
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Next, we have Item ONO-2808, located slightly below the middle section. Since Mr. Takino has already 
provided an overview of the exam for this item, I will skip the details here. 

Next is the BHV-1300, right below that. As I mentioned at the beginning, regarding this matter as well, we 
plan to obtain domestic approval during FY2029, following the collection of key data in FY2027. 

Moving on to ROMVIMZA below, while we are conducting a Phase 2 clinical trial in Japan for the same 
indications as those in the US and Europe, this update is solely due to changes in the disclosure of database 
information. 

 

Next up is the ONO-1110, which I mentioned briefly at the beginning. 

As I mentioned earlier, I will discuss the trial overview and the next steps at the end of this presentation. 
However, based on this pipeline list, we have discontinued development related to mental disorders—
specifically, depression and social anxiety disorder—as we were unfortunately unable to confirm their 
efficacy, and have therefore removed them from the list. 

Next, regarding ONO-4915, we have updated this entry because we have initiated a Phase 2 clinical trial in 
Japan for Sjögren's syndrome. 

Although we are currently conducting Phase 1 trials for ONO-3310 and ONO-6414 below, we will only be 
disclosing information from the database regarding these as well. 

That concludes with the update on the pipeline's progress. 
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I’d like to take a moment to once again provide an overview of the ONO-1110 PoC testing and related 
details. 

First, regarding the mechanism of action: As we have previously stated, the mechanism of action of ONO-
1110 involves the regulation of endocannabinoids. As shown in this figure, it can be described as a drug that 
regulates endocannabinoids in the brain. 

As I'm sure you all know, cannabinoids are found in the plant known as hemp, or cannabis. It is considered a 
general term for a group of compounds containing 21 carbon atoms found in hemp, and it is said that there 
are as many as 104 different types. 

It has been reported that cannabinoids possess pharmacological effects beneficial to humans, such as 
analgesic, anticonvulsant, and anti-inflammatory effects. As shown on the left, in some countries, medical 
cannabis or cannabinoids—as I mentioned earlier, there are 104 types—including their derivatives, such as 
those shown here, have been approved as medications. 

While the analgesic effects of these drugs and their effects on loss of appetite are thought to result from the 
activation of CB1 receptors on the right side, the occurrence of various side effects—including characteristic 
effects such as euphoria—is considered problematic. 

On the other hand, the human body possesses what are known as endogenous cannabinoids—a natural 
defense mechanism that produces these substances in response to stimuli such as pain. Endogenous 
cannabinoids are believed to play a role in the body's defense mechanisms against pain and other 
conditions through the activation of CB1 receptors. 

ONO-1110 is administered externally by regulating this endogenous cannabinoid. Unlike medical cannabis, 
as shown on the left, or substances similar to tetrahydrocannabinol, ONO-1110 is being developed with the 
aim of providing beneficial effects—such as pain relief—while avoiding problematic side effects. 
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This table lists the diseases included in the Phase 2 clinical trials conducted in Japan. 

First, regarding chronic pain on the left side, it is generally accepted that there are three types of chronic 
pain with different mechanisms of onset: neuropathic pain, nociceptive pain, and nociplastic pain. From 
among these, we selected postherpetic neuralgia, interstitial cystitis, and fibromyalgia as representative 
conditions and conducted clinical trials in Japan. We have also selected depression and social anxiety 
disorder as the mental health conditions on which to focus our development efforts. 

As for the results, as we have already announced in a press release and as I mentioned earlier, 
unfortunately, we were unable to identify any signs of efficacy for the mental disorder on the right. 

On the other hand, regarding this pain disorder, while I mentioned that we were able to establish proof of 
concept (PoC), I believe we have obtained results that warrant moving forward to the next phase. From this 
point on, we will present an overview of the trials targeting three pain-related conditions, as well as an 
overview of the proof-of-concept (PoC) trials for which results have been obtained. 
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First, here is an overview of the ONO-1110-04 trial, which focused on postherpetic neuralgia. 

This study compared the placebo group with the 1110 treatment group in a cohort of 140 Japanese patients. 
The treatment period is eight weeks. Please note that, while this applies to all products, we are currently 
unable to disclose information regarding their usage and dosage. The primary endpoint was the weekly 
average of the mean pain score at eight weeks after the start of treatment. This was the change from the 
NRS baseline. 

 

Next, here is an overview of the ONO-1110-05 trial for fibromyalgia. 
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This study compared the placebo group with the ONO-1110 treatment group in a cohort of 160 Japanese 
patients. The treatment period for this study is also eight weeks, and the primary endpoint is the NRS, which 
is the same as in Study 04. 

 

This is an overview of the ONO-1110-06 trial for Hanner-type interstitial cystitis. 

This study was on a slightly smaller scale; we compared the treatment to a placebo in 50 Japanese patients. 
In this study, the drug was administered for 12 weeks. As in  ONO-1110-04 and ONO-1110-05 trial, the 
primary endpoint is the NRS. 

I would like to explain the key evaluation criteria—please consider this strictly as a reference for today. 

As I’m sure many of you have seen in comparisons of other trials—and we set the intergroup difference 
between the active-treatment and placebo groups over time as the primary endpoint common to all three 
pain conditions. 

Though I can’t disclose the data of the clinical trial result today, I’d like to briefly explain the basis for our 
statement that, based on the results of this test, we have successfully established a PoC and obtained 
results that support moving forward to the next phase. 

As mentioned earlier, in this PoC trial, the primary endpoint for each trial was the change from the NRS 
baseline. With regard to the between-group difference between the ONO-1110 group and the placebo 
group, we have compared it to an already approved drug, we have predefined an ideal efficacy value, the 
TV (Target Value), as well as a threshold for unacceptable efficacy. 

For example, the range defined as "effective." Specifically, we have established a rule whereby results that 
significantly exceed the target value—or that fall just above the target value but do not reach the 
unacceptable efficacy threshold—are considered valid, while results that fall short of the target value are 
deemed invalid. We interpret the results once all three tests have been completed. 
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I explain the summary of the results.  

Regarding postherpetic neuralgia, while the primary endpoint in the overall population did not exceed the 
target value, there were several subgroup analyses that we had specified in advance, and based on the 
results of those analyses, we have concluded that the treatment is effective. 

As for the secondary endpoints, we also conducted several different efficacy assessments that were 
independent of the primary endpoints, and we obtained consistent results—that is results that were 
consistent with those from the subgroup analyses. Therefore, we have determined that proof of concept 
(PoC) for postherpetic neuralgia was established in this Phase 2 trial. 

Similarly, regarding interstitial cystitis, the interpretation of the results is similar to that for postherpetic 
neuralgia. Although the primary endpoint for the overall population unfortunately showed no efficacy, we 
have concluded that the pre-specified subgroup analysis provides confirmation that ONO-1110 has the 
potential to be a treatment for interstitial cystitis. 

Turning to the secondary endpoints—which are symptoms specific to interstitial cystitis and constitute a 
separate assessment criterion from the NRS mentioned earlier—we can say that consistent results were 
obtained for these symptoms as well; specifically, the results suggest the efficacy of ONO-1110. 

On the other hand, regarding fibromyalgia, it is well known that evaluating the efficacy of treatments for 
this condition is inherently difficult. This case is slightly different from the previous two. While the results of 
the pre-specified subgroup analysis did not lead us to conclude that the treatment was effective, we 
conducted a post-hoc analysis and were able to identify a subgroup in which the drug’s efficacy could be 
sufficiently confirmed. That is the summary of our findings. 

Furthermore, overall—whether considering the three trials or the five trials that included patients with 
psychiatric disorders—the data demonstrates a favorable safety profile. Specifically, the drug demonstrated 
a favorable safety profile even with regard to side effects of concern that are specific to centrally acting 
medications, such as drowsiness—as observed with gabapentinoids—and unsteadiness. 
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This outlines the direction of future development. 

As I mentioned earlier regarding postherpetic neuralgia, we have determined that we have established 
proof of concept (PoC), and we plan to conduct a global dose-response study—commonly referred to as a 
late Phase 2 study or P2b—next. 

In addition, regarding peripheral neuropathic pain other than postherpetic neuralgia—I will refrain from 
specifying the target conditions today—but generally speaking, these include diabetic peripheral 
neuropathy and radiculopathy, such as sciatica. We plan to conduct a Phase 2 clinical trial in Japan for these 
indications. 

As for why we are studying another condition, the reason is that, with regard to neuropathic pain, if we can 
demonstrate efficacy in two or more different conditions, we can obtain approval for a comprehensive 
indication that includes other types of neuropathic pain. 

Specifically, this is possible in Japan and Europe. Furthermore, regarding the draft guidance recently issued 
in the US, we believe that, based on this guidance, it will be possible to obtain comprehensive indications in 
a manner similar to that in Japan and Europe; therefore, we intend to proceed with late-stage development 
with that goal in mind. 

As for interstitial cystitis, which is shown on the right, our development efforts to date have focused 
exclusively on the type known as the Hunner type. This is known as a “Hunner lesion.” We developed this 
treatment specifically for cases in which a cystoscope examination of the bladder revealed the presence of 
lesions known as Hunner lesions; however, it is said that there are patients worldwide who, although they 
exhibit similar symptoms, are not classified as having Hunner-type interstitial cystitis because they do not 
have Hunner lesions; yet their condition is considered to be equivalent to Hunner-type interstitial cystitis. 
We plan to conduct a global Phase 2 clinical trial targeting this comprehensive disease concept as well. 
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Finally, regarding fibromyalgia—as I mentioned earlier, it differs somewhat from the previous two pain 
conditions. Rather than conducting a late-phase Phase 2 trial, we believe the patient population we have 
identified requires a reproducibility study to determine whether ONO-1110 is truly effective for 
fibromyalgia, and we plan to conduct that study in Japan. 

 

Finally, we have provided an overview of the target diseases I mentioned earlier. 

As you may already be aware, there is a very high unmet need for all of these disease groups. In fact, the 
approved treatments are used to treat these pain disorders, I believe this is a group of conditions where 
many unmet needs remain in various respects—such as the characteristic side effects resulting from their 
central nervous system effects, as I mentioned earlier; the need for dose escalation during the initiation 
phase; and the inability to drive. 

Since we conducted this Phase 2 trial simultaneously across five disease areas, we are quite confident—at 
least regarding safety—that this will be successful. As for efficacy, while unfortunately the results for the 
two psychiatric disorders were negative, all the pain-related conditions showed results pointing in the same 
direction. Although the stratified analysis based on the predefined criteria used similar stratification factors, 
when we analyzed the data by each stratum, the results did not show inconsistent trends—with some trials 
pointing in one direction and others in the opposite—but rather all pointed in the same direction. Given 
this, even though the trial was not large in scale, I believe we were able to sufficiently confirm the 
therapeutic efficacy of ONO-1110. Although the next step is not a Phase 3 trial, I am confident that we can 
proceed to a late-Phase 2 trial. 

Although this is not a Phase 3 trial, I would like to add one more point: From a mechanism-of-action 
perspective, we had high hopes that Compound ONO-1110 would show significant scaling up. However, as 
has been widely noted, it is well known that it is extremely difficult to demonstrate efficacy with drugs 
based on novel mechanisms of action for pain disorders. 
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Given these circumstances, we formulated a development plan that prioritized confirming, first and 
foremost, that this 1110 works as our hypothesis suggests and demonstrates efficacy in humans. 
Consequently, we conducted five trials for five different diseases using a single fixed dose—the one we 
believed would be effective. 

On the other hand, when submitting an application for approval, we are inevitably required to provide an 
explanation regarding the dose-response relationship. Since we have not yet confirmed the dose-response 
relationship at this point, we are unable to proceed directly to Phase 3 at this time. 

That concludes my presentation on the progress of the pipeline and an overview of ONO-1110. Thank you. 
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Question & Answer 

 

Imura : Now, I’d like to take questions from the audience.  

Mr. Yamaguchi from Citigroup Securities, please. 

Yamaguchi : I’d like to ask a few questions about the ONO-1110 you just explained. 

The first point is the mechanism. You mentioned "control"—does this mean it stimulates that area in the 
same way as exogenous cannabinoids? I’m having a little trouble fully understanding the concept of 
“control,” so I’d like you to explain that to me first. 

One more thing: although the primary endpoint was not met, a subgroup analysis was conducted. 
Specifically, what do you mean by “stratified analysis”? And ultimately, will the number of eligible patients 
decrease as a result of the stratified analysis, or will that not be the case? Could you please explain these 
two points? 

Okamoto : First of all, I apologize, but as has been our policy, we are unable to disclose any further details 
regarding the mechanism, so I would like to refrain from providing a detailed explanation of the specific 
points of action today. 

Next, regarding stratified analysis—to give you a general idea of what stratified analysis entails, based on 
the question you asked earlier— We’ve conducted numerous trials with PD-L1 antibodies as well. However, 
since some studies treat PD-L1-positive patients as an “all-comer” group—using PD-L1 as a stratification 
factor and, once patients group is achieved based on PD-L1 status, moving them to the “all-comer” group in 
the next stratification level—I think the overall patient population would likely be smaller in such cases. 

Please bear with us this time—we won’t go into the finer details of this stratified analysis. We do not believe 
that the results of this stratified analysis will narrow down the target population. Stratified analysis—again, 
speaking in general terms—essentially refers to factors that are likely to influence drug efficacy. For 
example, while there are cases involving prognostic factors, and in the case of pain disorders, there may be 
areas where the so-called placebo effect is particularly pronounced, in any case, although the results were 
favorable in the pre-specified subgroup analyses, we do not believe that this means the findings are limited 
to a specific subgroup. 

Yamaguchi : I understood. Also, I believe ONO-2020 data hasn't been released yet, but there seems to be a 
note on ClinicalTrials.gov suggesting that it has already been completed. When do you think this information 
will be announced? 

Okamoto : As for ONO-2020, it will be within this year. We expect to be able to provide you with an update 
by the end of December 2026. 

Imura : Mr. Seki from UBS Securities, please. 

Seki : I’d like to ask about ONO-1110. So, when you performed stratified analysis, were the point estimates 
exceeding from the target value of -1.0? When we perform a stratified analysis, the number of patients 
decreases, so I feel that this causes the confidence interval to widen, making it more likely to fall outside the 
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-1.0 range. However, to rule out that possibility, one thing to check is whether the point estimate of -1.0 was 
exceeded. 

One more thing: Is the stratified analysis you're referring to here just one? Or, was it more than one? If all of 
the stratified analyses specified in advance were valid, I think that would be very positive because it would 
mean there was no selection bias. However, are you saying that some of the stratified analyses—out of the 
several that existed—were valid because they were chosen arbitrarily? Which is it? This is my second 
question. 

Okamoto : First, regarding your question about point estimates—specifically, whether the LS mean 
exceeded the so-called target value or not—I would like to refrain from answering that at this time, as there 
will be academic conferences on this topic in the near future. 

Since you also mentioned confidence intervals, it goes without saying that as the sample number decreases, 
the confidence interval widens. Conversely, as the confidence interval widens, the probability of falling 
within this “valid” range becomes very low. 

To be specific, I think the general idea is that it would tend to fall toward the “Invalid” end of the spectrum 
or be classified as “inconclusive” I would like to state that, at least for postherpetic neuralgia and interstitial 
cystitis, the results fell within the “effective” range rather than being classified as “inconclusive.” 

In addition, we plan to present the data at an academic conference sometime next spring. I can’t really go 
into detail on that just yet, but I would like to note that the stratified analysis clearly showed this—and it 
wasn’t just a very small number of cases. 

One more thing— regarding the stratified analysis. It’s not as if this is the result of breaking down the 
stratified analysis into many smaller parts. The reason is—as we’ve clearly shown here—that, as researchers 
who conduct clinical trials and interpret the results, we do not arrive at conclusions by analyzing the data 
from various angles and saying, “It turned out this way.” In that case, while I did mention that fibromyalgia 
was identified through post-hoc analysis, regarding the subgroup analysis, I hope you’ll understand that 
when we segmented the data based on a common subgrouping factor, the results moved in the same 
direction. 

Seki : My second point is regarding the PDUFA review of tirabrutinib on December 18—is that proceeding 
smoothly? And also, regarding Povetacicept for IgA nephropathy. Is it possible, for example, to use UPCR 
data in Japan to file an application more quickly, or something like that? 

Okamoto : I’ll start by addressing your question regarding povetacicept, but as a general rule, I refrain from 
commenting on matters directly related to our application strategy. I hope you’ll bear with me. 

Regarding the review of tirabrutinib, yes, we are in the final stages of the review process, and I can confirm 
that the back-and-forth between the applicant and the FDA—or, as it’s commonly referred to, the 
interactions with the FDA—is proceeding smoothly. 

Imura : Mr. Mamegano from BofA Securities, please. 

Mamegano : I have two questions. First, regarding ONO-1110—the explanation this time was very clear, so 
thank you very much.  
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I wonder if safety could be a differentiating factor when it comes to THC as well. While the data we obtained 
this time seems to indicate efficacy compared to a placebo, when comparing it to THC, I can’t help but feel 
that THC might actually be more effective. 

The question is whether we can say that its efficacy is sufficiently competitive without comparing it to THC 
in the next step. In the next trial, what level of efficacy compared to a placebo would you consider sufficient 
to conclude that the treatment is effective, even without comparing it to THC? 

Okamoto : This relates to what I mentioned earlier in my exchange with Mr. Seki: the target values we set 
correspond to the between-group differences compared to the so-called placebo. Currently, for peripheral 
neuropathic pain, interstitial cystitis, fibromyalgia—the specific “target values” vary for each condition. 
However, since we have set these values based on currently available drugs in the market, we believe that if 
the magnitude of efficacy is greater than or equivalent to those values, the drug will sufficiently address 
unmet medical needs. 

As a general rule, placebo-controlled trials are recommended, and I do not believe it is necessary to 
demonstrate a difference in active-controlled trial. 

Mamegano : Another question is about ONO-4578. Since Phase 3 trials are set to begin, I took a look at 
ClinicalTrials.gov, and I’d like to ask you a few questions about the handling of Claudin. 

From what I can tell, I understand that it will be held at the All-Comers, regardless of whether Claudin 
appears, but is that actually okay? Also, regarding Claudin-positive cases, I believe zolbetuximab is one of 
the standard treatments, but the question is whether its use in combination with other therapies is 
permitted during the trial. 

Also, since the evaluation is based on the OS, the question is whether crossover is permitted during the 
treatment phase. Please tell me what factors behind that. 

Okamoto : First, regarding the study population, I’m very sorry, but since discussing the details of the 
protocol would involve revealing more than what has already been made public, there are certain aspects I 
cannot disclose. I hope you’ll bear with me on this. 

Strictly speaking, this applies only to PD-L1- and CPS-positive cases. As we mentioned at this year’s R&D 
meeting, if a patient is positive for Claudin but negative for CPS, as a general rule, we would not even 
consider enrolling them in this clinical trial. Conversely, when a patient is positive for both Claudin and CPS, 
whether to enroll them in this clinical trial or which standard treatment to use—whether to use 
zolbetuximab—is ultimately up to the judgment of the principal investigators (PIs).  

Regarding OS verification, as for crossover, both zolbetuximab and PD-1 antibody-based chemotherapy—in 
this case, OPDIVO-based chemotherapy—are used as first-line treatments worldwide. While there are 
differences depending on protein expression and other factors, both options are available. However, to the 
best of my knowledge, neither has been approved for use in a sequential regimen. Therefore, at least as far 
as we are concerned, we have not established any specific regulations regarding whether or not to permit 
crossover. 

On the other hand, as you may be aware, there have recently been several successful cases involving new 
drugs for Claudin—developed by other companies—that target patients in the second-line setting or later. 
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However, since these are overall survival (OS) trials, the study design is such that we cannot make any 
specific statements regarding what treatments are used subsequently. 

Imura : Mr. Hashiguchi from Daiwa Securities, please. 

Hashiguchi : Is it correct to understand that, while the results for the overall population—without stratified 
analysis for ONO-1110—did not meet your company’s criteria for efficacy, there was at least a numerical 
trend toward efficacy? 

Okamoto : I’d prefer not to specify exactly where the issue lies in terms of the evaluation criteria, but if we 
consider with the NRS ratings. The primary endpoint, while the results may not have fallen within the range 
specified earlier, I am stating that there was no situation where the data were virtually indistinguishable 
from the placebo group, leaving no evidence of the drug’s efficacy. 

Although magnitude wasn't a factor in our decision-making, we could see that ONO-1110 had proven its 
effectiveness. I believe this is evident in the overall group. 

Hashiguchi : Also, given that efficacy is not expected for pain caused by nociplastic pain, but is expected only 
for neuropathic pain and nociceptive pain, is this hypothesis mechanistically sound? Do you think the slight 
differences in the results among the three types of this time were just a coincidence, or is there an 
explanation for them? 

Okamoto : While pain disorders are generally classified into three broad categories, the reason why this was 
not entirely evident in fibromyalgia—a representative example of pain-nociplastic pain —is not actually due 
to that classification. Rather, we believe it was because it was difficult to select a population suitable for 
evaluating drug efficacy in PoC trials for fibromyalgia. 

So, to put it another way, that’s where we can reliably identify the drug’s efficacy. It’s not that it’s only 
effective in that specific context; rather, in this proof-of-concept trial, we weren’t quite able to identify a 
population suitable for evaluating the drug’s efficacy. On the other hand, regarding the two points 
mentioned above, since we were able to implement them, I believe we were ultimately able to confirm their 
effectiveness. 

Hashiguchi : Does that mean you were able to draw the conclusion that this was the case in the fibromyalgia 
trial based on the results of the subgroup analysis of the two successful trials?  

Okamoto : To give just one example, the trigger for postherpetic neuralgia is quite clear. It’s exactly as the 
name suggests. While interstitial cystitis is a slightly different case, with fibromyalgia, the time it takes to 
reach a diagnosis is often very long, and there is considerable variation in disease-specific factors; for these 
reasons, I believe it was quite difficult to narrow down a suitable patient population before the start of the 
trial. 

Hashiguchi : Just a quick check. I believe the method for modifying the primary endpoint for ONO-2808 has 
been changed—what was the rationale behind this change? Please tell me how I should think about the 
reproducibility of Phase 2. 

Okamoto : As for our specific objectives—I’m afraid I can’t go into detail—there are strategic reasons for 
this. I believe I mentioned this during the R&D Meeting as well, but could you please understand that we 
have already reached an agreement with the regulatory authorities on this approach prior to the start of the 
trials?  
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Imura : Ms. Yatsunami from Nissay Asset Management, please go ahead. 

Yatsunami : We recognize that the new medium-term plan will begin next fiscal year. While several other 
companies have already announced their medium-term plans this fiscal year, as President Takino 
mentioned, given the steady progress we’re making in strengthening our pipeline, I believe this is an 
excellent time to set out our long-term strategy and direction. 

I believe you have already discussed the disclosure of the medium-term management plan with the capital 
markets through regular dialogues and other channels, and I believe I have also engaged in such discussions 
myself. Could you please share President Takino’s personal thoughts on the next medium-term 
management plan and its disclosure?  

Takino : As you now understand, sapablursen. Although I didn't mention sapablursen today, ONO-1110 will 
be added to sapablursen, ONO-4578, ONO-2808, and similar items this time. With our pipeline of candidates 
for around 2030 and beyond becoming significantly more robust, we are growing increasingly confident—
and our expectations are rising—that each of these candidates will be able to effectively address unmet 
medical needs. 

At this point, we are still considering how best to present the medium-term plan to everyone, but we will 
certainly highlight these future growth drivers. In particular, as we are aiming to enter a new phase of 
growth following OPDIVO, starting around 2030, we are currently considering whether this is the right time 
to make upfront investments toward that goal. 

Imura : Mr. Wakao from JPMorgan Securities.  

Wakao : First, regarding ONO-1110, in the subgroups that were analyzed and deemed valid, was a 
statistically significant difference observed compared to the placebo? Does that simply mean you set it up in 
advance and it met the criteria for effectiveness that were explained to you? 

Okamoto : First of all, we did not perform any statistical analysis to determine whether there was a 
statistically significant difference in this study. We did not perform a significance test for the primary 
endpoint either, and while we will not perform a test, there is a confidence interval. As for the confidence 
interval—I’ll refrain from disclosing the exact percentage today—we set a certain confidence interval and 
then determine whether the result falls within that range. 

For example, with a 95% confidence interval, if the upper and lower bounds are drawn, a result that falls 
within that range is generally considered statistically significant at α = 0.05—we did not perform a 
significance test in this case, so I’d like you to keep that in mind as a basic premise. 

So, to put it simply, I hope you’ll understand that when the results of the stratified analysis fall within this 
range, we interpret this to mean that they fall within a confidence interval that is sufficiently reliable. 

Wakao : The second point concerns ONO-2020. I believe data on this will be available by the end of the year. 
Since CSF concentration is being measured in Phase 1, I assume you have confirmed this central nervous 
system penetration. 

Furthermore, I understand that P1 has been established as a metric to confirm whether the anticipated 
pharmacological effects actually occur in humans, and I would like to know whether the study has 
progressed to P2 following an evaluation of that metric. If we're looking at something like the biomarkers 
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that have been established, is it safe to assume that changes in pharmacological effects were properly 
confirmed in Phase 1? 

Okamoto : First, regarding Phase 1—and I may have mentioned this before—since this study was conducted 
on healthy adults, I think it might be a bit difficult to assess the so-called pharmacological effects.  

As for the matter of biomarkers, we cannot comment here on any information that has not yet been 
disclosed or made public; however, one thing I can say is that regarding the results of Phase 2—which was a 
randomized placebo-controlled trial conducted as part of ONO-2020 study—we will definitely be able to 
share those results by the end of the year, so I ask for your patience in this regard. Excuse me for that. 

Wakao : Based on the mechanism I had vaguely imagined, I was wondering if a biomarker could be 
identified, but I suppose you can't tell me about that just yet. 

Imura : We've gone a little overtime. I'll take one from someone at the end. Mr. Ishii from the Iyaku 
Tsushinsha, please go ahead. 

Ishii : As you explained in some detail today, the CNS pipeline area has grown considerably. I’d like to ask 
what scale you’re aiming for in this area. 

Takino : When you say “scale,” I assume you mean something like sales volume. As for the number of 
patients and such, I think that information may have been included in the slide Mr. Okamoto showed 
toward the end. As for us, the indications for pain—and indeed, that pain itself—can potentially be 
developed in three different directions; moreover, as mentioned earlier regarding the ONO-2808 
neurodegenerative diseases, this is already a “high-unmet need” situation, an area where no drugs currently 
exist. 

Given this situation, if we can successfully bring the product to market through our global expansion efforts, 
I am hopeful that—considering the product’s profile—it has great potential to become a relatively easy-to-
use medication. In that sense, I believe it will become a product on a scale large enough to make a solid 
contribution to our next phase of growth and to build on the growth we’ve achieved so far with OPDIVO.  

I do think it would be great if you had high expectations, and while several analysts asked questions about 
this earlier, regarding ONO-2020 results—though I don’t intend to make any biased comments at this 
stage—I do hope you’ll continue to have high expectations. 

Imura : Since our time is up—even though there are still many of you with your hands raised—I’ll have to 
wrap up the Q&A session here.  

This concludes our presentation of the Q2 financial results meeting for the fiscal year ending March 2027. 
Thank you very much for taking time out of your very busy schedule to come here today. 

 


