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Presentation 
 

Miyata: Thank you very much for attending today's meeting on PiaSky for Injection, a pH-dependent binding 
humanized anti-complement, C5, monoclonal antibody.  

I’m Miyata from the corporate communications department, and I will be your facilitator today. Thank you. 

Today's event is held on an on-site basis and also distributed on a Zoom webinar basis at the same time. 

 

The agenda for today's meeting is shown on the venue screen, on the web screen, and on the third page of 
the presentation materials. I will explain the contents accordingly. 

Today, we have invited as a special lecturer, Dr. Naoshi Obara, MD, PhD, Professor, Department of Medical 
Sciences, Faculty of Medicine, University of Tsukuba. 

We have already sent you Dr. Obara's biography along with today's presentation materials, so due to time 
constraints, we will skip the introduction of his biography at this time. Please note that there will be time for 
screen capture before each presentation. 

Questions will be taken after all presentations have been completed. The Q&A session is expected to last 30 
minutes, so we hope you will be proactive and ask questions. Please note that your audio will be muted during 
the presentation. 

Now, Miura, the PiaSky Lifecycle Leader of CHUGAI PHARMACEUTICAL, will give an overview of PiaSky. There 
will be a short pause at the beginning, so if you would like to take a screen capture, please use this opportunity. 
Ms. Miura, please see the camera. Please go ahead. 
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Miura: My name is Miura, the PiaSky Lifecycle Leader of CHUGAI PHARMACEUTICAL CO. Thank you. I will give 
a brief overview of our products. 

 

PiaSky is a pH-dependent binding humanized anti-complement, C5, monoclonal antibody using our 
proprietary recycling antibody technology. This is the first antibody developed at CPR, our drug discovery and 
development base in Singapore, and the fifth antibody drug discovered by us. 
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In Japan, the product was launched in 2024, in May of this year, which means that this launch is a world first. 
The US and Europe also applied for manufacturing and marketing approval at about the same time as Japan, 
and approval was received in the US on June 20. 

The indication is paroxysmal nocturnal hemoglobinuria. 

Dr. Obara will explain the mechanism of hemolysis and the mechanism of action of this disease later, so I will 
skip that part. 

 

The drug uses antibody engineering technology, which is our specialty, and incorporates three antibody 
technologies that we employ. 

The first is pH-dependent antigen binding technology, recycling antibody technology. The agent is designed 
to improve the binding affinity to C5 in an environment of pH 7.4 and to dissociate C5 in an acidic environment 
with pH 5.8 by introducing mutations into the complementarity determining region, CDR. 

The second point is the adoption of surface charge improvement technology. It is designed to promote their 
uptake into cells by electrostatic effects due to negative charge on the cell membrane surface, by optimizing 
the surface charge of immune complexes. 

Third, we have introduced FcRn binding improvement technology, and it is designed to avoid the degradation 
of many antibodies in lysosomes by modifying the Fc region to improve affinity for FcRn in endosomes. 

Another characteristic feature is the presence of polymorphism due to a heterozygous mutation in the 
complement C5α chain, and it has been reported that approximately 3% of these patients in Japan have a 
poor response to existing drugs. The drug is expected to be effective for patients with mutations by binding 
to the β-chain. 
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This is the recycling mechanism of crovalimab. 

It binds to antigens in plasma. We designed the product to bind strongly to C5 at pH 7.4, which is the normal 
pH. It is also believed that crovalimab bound to C5 can be efficiently taken up into the cell by optimizing its 
surface charge. 

Third, the acidic environment in the endosome dissociates C5 from crovalimab and promotes C5 separation 
in the lysosome. It is also believed that techniques that enhance binding to FcRn will facilitate the recycling of 
crovalimab back into the plasma. 
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This is the development history. 

This is the second antibody using this recycling antibody technology, following ENSPRYNG, an anti-IL-6 
receptor antibody, which is already on the market. Following the development of ENSPRYNG, we decided to 
develop an antibody using this recycling antibody technology and reviewed antigens to target, and 
complement C5 was selected as the target antigen and we started the development. 

The reason for this was the expectation that the convenience of administration could be improved by reducing 
the frequency and dosage of administration and developing subcutaneous administration, thereby improving 
the quality of life of patients, and that the use of a β-chain as the epitope of C5 to which the antibody binds 
could provide a therapeutic agent for cases of poor response to existing C5 antibodies. 

We started the joint development of this drug with Roche in 2015. Subsequently, we are conducting these 
clinical trials globally. 

 

We have conducted four clinical trials listed here. 

These three studies marked with yellow stars are the ones evaluated at approval. 

Today, Dr. Obara will explain the results of the tests, focusing on two on the right, COMMODORE 1 and 
COMMODORE 2 studies. 
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The indication for this drug is paroxysmal nocturnal hemoglobinuria. 

The above three precautions are common to all anti-C5 antibodies, but a fourth precaution has been added 
for this product, namely, to carefully evaluate the necessity of switching to this product when switching from 
another C5 antibody formulation to this product, since this product may cause immune complex reactions.  
We will discuss this background later in the results of the clinical trial. 
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The dosage and administration of crovalimab will be 1,000 mg or 1,500 mg intravenously on day 1, 340 mg 
once on days 2, 8, 15, and 22, and 680 mg or 1,020 mg subcutaneously once every four weeks on day 29 and 
thereafter, depending on patient weight. 

Please refer to the table below and the diagram we have included as a reference for the administration 
schedule for a better understanding. 

The dosage is based on the patient's weight, and pediatric patients weighing 40 kg or more can also be 
administered. 

 

As for the significance of the development of this product, we believe that it will provide a new treatment 
option as the first subcutaneously administered C5 inhibitor for patients with PNH in Japan. These three main 
items are listed here. 

First, we believe that the once-every-four-week subcutaneous administration will improve convenience by 
reducing the frequency of administration, the frequency of hospital visits, and the time required for periodic 
infusions compared to existing drugs, thereby reducing the burden of treatment on patients and caregivers 
and the burden on the medical field. 

Second, it is also effective for patients with C5 gene polymorphisms who do not respond to treatment with 
existing C5 antibodies, which we believe will provide a wide range of treatment opportunities for these 
patients. 

Thirdly, the drug can be administered to patients weighing 40 kg or more without age restriction, and we 
believe that for the first time in Japan, it may also provide treatment opportunities for PNH patients younger 
than 15 years of age. 
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This is the disease awareness website that is being launched at the same time as the launch. 

This is supervised by Dr. Obara, who will be speaking today. We have launched this website in cooperation 
with the PNH Club, a patient organization, and hope that this website will serve as an educational site for the 
general public to help introduce and explain the disease of PNH to those who are close to them. 

 

The product overview can be found here. 

As I mentioned earlier, this is a pH-dependent binding humanized anti-complement monoclonal antibody 
using recycling antibody technology developed by our company. 
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There are three points. As a subcutaneously administered C5 inhibitor, it offers a new treatment option, and 
this subcutaneous administration could reduce the burden of treatment on patients and caregivers and the 
burden on the medical field. This may provide new treatment to patients with gene polymorphism and 
patients less than 15 years old weighing 40 kg or more. 

This is the summary of the product overview. Thank you. 

Miyata: Thank you very much. Dr. Naoshi Obara will continue with an explanation of the clinical positioning 
of PiaSky. There will be a short pause at the beginning, so if you would like to take a screen capture, please 
use this opportunity. Now, please begin. 

 

Obara: Thank you. I am Obara of the Department of Medical Sciences, Faculty of Medicine, University of 
Tsukuba. Today, I would like to talk about the pathogenesis of paroxysmal nocturnal hemoglobinuria, PNH, 
and then the clinical positioning of PiaSky. 
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This is my COI. 

 

Today, I will discuss three separate topics. First, I will introduce the disease of PNH and the basics of 
complement, a component of the immune system. After that, I will introduce the clinical trial of PiaSky, and 
finally, I will talk about a case of clinical trials that are being conducted at our facility. 
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First, let me talk about the complement and PNH. 

PNH has a very long name in Japanese, paroxysmal nocturnal hemoglobinuria. The pathogenesis of this 
disease is a disease of hematopoietic stem cells, which is caused by an acquired mutation of a gene called 
PIGA in hematopoietic stem cells, and the hematopoietic cells with the mutation proliferate and take over 
hematopoiesis. 

It is a very rare disease, but it has been known to cross-transfer with other hematopoietic disorders such as 
aplastic anemia and myelodysplastic syndromes, and although it is rare, it can also progress to acute leukemia. 
It is a disease with such a diverse range of pathologies. 
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PNH is a fairly rare disease. According to an old data from about 20 years ago, in Japan, the prevalence number 
is 3.6 out of 1 million people. Today, there is a bit more awareness in the medical field, and it is likely that 
there are a few more. 

Currently, there are about 1,000 people receiving anti-complement therapy for this PNH, so including those 
undergoing follow-up, we estimate that there is roughly one person in every 100,000. 

The average age at onset and diagnosis is said to be roughly in the 40s or around 40 years old. It is a disease 
with a very wide age range of onset, as it affects and is diagnosed in both relatively young and very old people. 

Although PNH is a benign disease, it causes various complications, etc., and before the advent of anti-
complement therapy, it was a disease with a rather poor prognosis. Roughly half of the patients died of the 
following complications, mainly thrombosis and renal failure, during a period of about 10 years. 

Because it is an infrequent disease and requires a fairly long-term treatment, it is designated as an intractable 
disease. As for patients, this means the patients can receive the support for the cost of treatment. 
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PNH has three main signs. 

One is hemolysis. This disease causes a variety of symptoms. Blood dissolves, causing anemia and hemolysis, 
which may be accompanied by kidney damage, thrombosis, and also gastrointestinal problems such as 
abdominal pain, and also pulmonary disorder. 

More characteristic or life-threatening complication is thrombosis. This is a thrombosis that can occur in both 
veins and arteries, which means it is one of the major causes of death in PNH. 

Then there is bone marrow failure. Often there is a decrease not only in red blood cells but also in white blood 
cells, platelets, and all three systems. It is also a disease that is said to be a relative and mutually transferable 
to such hematopoietic failure diseases. 
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One type of hemolytic anemia is PNH, and hemolysis can be divided into two major types: intravascular 
hemolysis and extravascular hemolysis. Hemolysis is a disease in which red blood cells are destroyed or 
destroyed before the end of its life. 

PNH is primarily a disease of intravascular hemolysis. Intravascular hemolysis is a disease where the red cell 
is destroyed by a complement while flowing through blood vessels. On the other hand, extravascular 
hemolysis is a disease where the red cell is destroyed by old cell-eating cells, such as macrophages in the 
spleen or liver. 

There are two types of hemolysis, but intravascular hemolysis is more severe and is characterized by very 
frequent organ damage. It can be said that PNH is a form of hemolysis that can be very severe in blood vessels. 

PNH is called paroxysmal nocturnal hemoglobinuria, which has the strange name nocturnal, because of the 
historical background that the name was given to this condition when it was first noticed that hemoglobinuria, 
pee, urine was very red or black when the patient woke up in the morning. 
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The reason why such hemolysis occurs during the night is not well understood, but there are two hypotheses. 

As the respiratory rate decreases during sleep, CO2 accumulates, and as it does so, the acidosis tends to 
become more acidic. Complement activity is very active in acidic conditions, which means that hemolysis may 
be enhanced while the patient is sleeping. 

The other is intestinal peristalsis. Since intestinal peristalsis is decreased during sleep, it has been suggested 
that during this time, some of the toxins in the intestinal tract from intestinal bacteria may be absorbed and 
complement activity may be increased accordingly. 

It is also said that since there is not much drinking and urinating during the night while sleeping, the urine is 
concentrated early in the morning, and thus the color of the urine, such as black or red, may be more 
noticeable. 
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PNH, paroxysmal nocturnal hemoglobinuria, is the name of the disease, but the main condition of the disease 
is not paroxysmal. Basically, it is a chronic progressive hemolysis, not a disease that occurs suddenly or for 
some other reason. 

However, hemolysis can be promoted as a seizure, triggered by infection or vaccines. Also, it is not necessarily 
at night, but when some trigger, such as infection, causes hemoglobinuria, blood or hemoglobin in pee, such 
attacks occur not only at night. 

In addition, since the disease presents with a variety of symptoms, there are some misconceptions about the 
name, such as that hemoglobinuria, or the color of the urine, is not the only characteristic of the disease. 
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PNH is a disease in which blood cells are destroyed by complement. 

First, we can say that complement is basically one of the proteins that govern immunity and one of the systems 
of protein immunity. Complement is a protein that originally got its name from the fact that it assists 
antibodies, it is known to have a very important function. 

There are various kinds of conserved systems among living organisms. 

Complement is characterized in such a way that several many factors, mainly C1 to C9, react one after another 
to govern immunity. The main ones are named C, from the name of complement, which means that they are 
named C1 through C9. 
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There are three major roles of complement. 

The first is called opsonization in which complement attaches itself to the pathogen and acts as a marker, 
which is then used by one of the white blood cells or macrophages to kill the pathogen. 

Next is the induction of inflammation. It works in such a way that it causes inflammation, i.e., it attracts white 
blood cells, which are then eliminated by the white blood cells at the pathogen. 

Third is directly related to PNH, and there is something called the membrane attack complex. When all the 
complement reacts, it creates something like this tube in the cell membrane, and the pathogen is destroyed 
based on it or is directly destroyed. 

However, the membrane attack complex is designed to attack its own cells, and the complement system is 
such that any cell can create a membrane attack complex and attack the cells. Therefore, the living body is 
equipped with a defense mechanism against complement to prevent its own cells from being attacked. 
Pathogens have no defense mechanisms, so they are attacked, and that is how the system works. 
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In the system, CD55 and 59 are important proteins. Each of these proteins acts in such a way as to protect the 
organism from complement reactions. These CD55 and 59 are connected by a chain-like structure called a GPI 
anchor, which is attached to the surface of the cell membrane. 

In the case of PNH, a genetic abnormality occurs such that the GPI anchor cannot be formed, and CD55 and 
59, which protect cells from complement, cannot attach to the cell surface. This is the reason why own cells 
are attacked by complements and the symptoms appear. 
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As I mentioned earlier, the complement pathway is now a series of reactions of various proteins that 
eventually result in what is called the membrane attack complex, which attacks pathogens. 

Healthy people have these CD55 and 59 on the cell surface, so even if there is this kind of complement reaction, 
there is no problem because they are not attacked even if they are attacked on the cell surface, but in patients 
with PNH, this chain-like thing called GPI is missing, so when complement is activated, the red blood cells are 
attacked, and hemolysis occurs. 

 

The symptoms that occur with PNH, as I have just given you, can be detailed, hemoglobinuria, for example. 
The hemolyzed components of the blood come out in the urine, causing the pee to turn red or, in severe cases, 
black. 

Then there is anemia and the jaundice that accompanies it. Furthermore, the process of hemoglobin excretion 
from the kidneys causes damage to the kidneys, and renal disease, degradation of kidneys would occur. It can 
be either acute or chronic, but the kidneys deteriorate. Since the blood vessel could be contracted or damaged, 
if the blood vessels in the lungs are damaged, it can lead to pulmonary hypertension and respiratory failure, 
or if the muscles and blood vessels of the digestive tract are damaged, abdominal pain and difficulty in 
swallowing can occur. 

More importantly, blood vessels are damaged, making it easier for clots to form on their surfaces and 
thrombosis to occur. This can lead to serious thrombosis such as stroke or myocardial infarction. 
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PNH is a rare disease, but we regularly produce a reference guide, which brings together doctors who see 
many patients in Japan. The latest version is in a form that was revised a few years ago, and we discuss 
diagnosis and other issues based on that. 

 

This shows the diagnostic criteria for PNH. 

There are many details, but the important one is the GPI, which means that red blood cells deficient in GPI-
anchored proteins are detected. The diagnostic criteria for PNH is based on the fact that if there are findings 
for hemolysis accompanying the detection of such red cells. 
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To determine the existence of hemolytic findings is to use a value of serum LDH. There are many others, but 
these two points are very important diagnostic findings. 

 

PNH is classified into three levels of severity: mild, moderate, and severe. Those with moderate disease or 
higher are certified as a designated intractable disease, which means that the government will subsidize the 
cost of treatment after certification. There are various symptoms and details, but it means moderate or severe 
among these three levels. 
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PNH can present with a wide variety of pathological conditions and pathological states, so it is necessary to 
treat PNH in a variety of ways accordingly. 

If there is thrombosis or something similar, thrombolysis or prophylactic treatment for thrombosis will be 
necessary. Or if the patient has bone marrow failure, pancytopenia, or all the blood cells are going to decrease, 
then we would do the treatment accordingly, but if the symptoms are mainly hemolysis and anemia, there 
are two existing drugs that inhibit C5 and complement. Eculizumab and ravulizumab were two drugs which 
are most commonly used to control hemolysis. 

 

It has been more than a decade since the advent of eculizumab and ravulizumab, and it can be said that they 
have dramatically improved the prognosis for patients with PNH, as well as their symptoms and organ failure. 

Here is the data on its prevention. This is the data from the UK. The expected prognosis and survival curve are 
shown in the black line here. This means that patients with PNH can now secure a prognosis that is comparable 
to the expectation. Eculizumab and ravulizumab have made it possible to ensure this. 

Considering that before the introduction of these medications, half of the patients died within 10 years. This 
means that they have been able to achieve a very high level of effectiveness. 
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So, in the treatment of PNH, the current standard of care is to use eculizumab and ravulizumab when 
hemolysis is the main symptom. 

 

Next, I will introduce PiaSky clinical study. 

It is crovalimab, PiaSky. Crovalimab is supposed to inhibit what is called C5 in the complement pathway. In 
the complement pathway, a series of reactions of several proteins occurs, but from the C5 point onward, a 
membrane attack complex is formed. The complex destroys red blood cells, but this drug prevents hemolysis 
by suppressing it with antibodies before that stage. 
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Here are two clinical studies I would like to introduce today. The first study is the COMMODORE 2 study with 
untreated patients. 

 

This slide contains too much texts, but it says we have divided the untreated patients into two groups. The 
patients are divided 2:1 into the PiaSky and eculizumab groups, and then those in the eculizumab group are 
switched to PiaSky for extended treatment. 



 
 

 
Support 
Japan 050.5212.7790    North America  1.800.674.8375  
Tollfree  0120.966.744 Email Support     support@scriptsasia.com 

28 
 

 

The endpoints are patients who have achieved hemolytic control or avoided transfusion. 

It might take time to read the test method in too much texts, but I hope you will take a look at the document 
you have on hand. 

 

This is the patient background. 

There were not significant difference in the patient backgrounds between the PiaSky group and eculizumab 
group in terms of age, gender, race, and the percentage of blood cells with PNH. 
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Next is the results. 

This shows the percentage of patients who achieved hemolytic control from week 5 to week 25. The 
comparison was made between 134 patients in the PiaSky group and 69 patients in the eculizumab group, 
and there was no significant difference. It means that non-inferiority to the existing eculizumab was proven. 

 

This is the percentage of patients who avoided transfusion. 
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The percentage of patients who avoided transfusion during 25 weeks, which is six months, was 65.7% in the 
PiaSky group and 68.1% in the eculizumab group, so there was no significant difference. 

 

In the case of PNH, hemolysis is greatly accelerated by vaccines, infected patients, or surgery, and this is called 
a breakthrough hemolysis, and there was no significant difference in the percentage of such patients in the 
eculizumab and PiaSky groups. 

 

Improvement of the patient's symptoms is shown here. 
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The FACIT-Fatigue score, which scores patients' quality of life, symptoms, lethargy, fatigue, etc., is in gray line 
for the eculizumab group, but there was no significant difference between the eculizumab and PiaSky groups. 

 

Next, safety. 

 

As for the safety, eculizumab and PiaSky, both are drugs that inhibit complement. Complement is often 
associated with immunity, so infections can be a major problem. 
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Meningococcal infections are particularly problematic, and there were none regarding meningococcal 
infections. Otherwise, it means that there is no significant difference compared to the eculizumab group. 

 

This also means that there is no significant difference between the PiaSky group and eculizumab group in 
terms of serious adverse events. 

 

There have been patients who have discontinued the drug or died. 
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There was one patient in the eculizumab group and one patient in the PiaSky group that resulted in 
discontinuation of treatment, but there was no specific relationship to the study drug. There have also been 
cases of death, including myocardial infarction and ischemic stroke, but all of which were determined to be 
unrelated to these drugs. 

 

The next is the study on cases switching from previously treated patients. This is a study of patients switching 
from previously treated with eculizumab. 
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In this study, the PNH patients on eculizumab treatment were divided into two groups. In this study, the 
patients were divided into 1:1, between the PiaSky group and eculizumab group, n=45 and 44, respectively. 

The eculizumab group will be switched to PiaSky after 24 weeks, and receive PiaSky as extended treatment. 

Please see the document at hand for details. 

 

First, safety. 

There was not much difference in the frequency of adverse events in either the PiaSky group or eculizumab 
group. There were no specific adverse events that led to discontinuation of these drugs. 
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Meningococcal infection is also a very big problem here again, but neither group had meningococcal infection. 
It can be said that there were not so major serious infections. 

 

Adverse events that resulted in discontinuation of treatment or death. 

At the time of this trial, there were no one who had to discontinue dosing in either group. No deaths have 
been reported. 
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Next is efficacy. This is the efficacy in the switching group. 

 

The percentage of patients who achieved hemolytic control was also not significantly different between the 
eculizumab group and the PiaSky group. 

The patients in the eculizumab group were switched to PiaSky after 25 weeks, which also shows a very high 
efficacy rate. 
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The same is true with respect to transfusion avoidance. This means that both the PiaSky group and the 
eculizumab group had similar and very high efficacy. 

 

In the case of switching, one thing to be aware of when switching from existing eculizumab or ravulizumab to 
PiaSky is the immune complex reaction. 
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These are eculizumab/ravulizumab, and crovalimab/PiaSky, both are antibodies targeting C5, but the binding 
sites are different between these two drugs. If it differs, it is possible for a single C5 protein to bind both PiaSky 
and eculizumab. 

Then, a large immune complex may form, such as this one, like holding hands. Then it might trigger a concern 
that this may lead to skin or kidney disorder, for example. 

 

Here, this slide shows the safety analysis. 
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This shows the frequency of onset of this immune complex reaction. 

This refers to the PiaSky switch group, but the reaction still comes out in a few percent. At grades one through 
three, there is no grade four, of course, but a total of a dozen percent of immune complex reactions may 
occur at grades one through three. 

 

Clinical symptoms due to immune complexes are skin symptoms. There is a possibility of skin disorders such 
as erythema, petechia, and rash, as well as nervous system disorder and renal disorders, but in each case, as 
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the existing eculizumab and ravulizumab disappear from the blood levels, these immune complex reactions 
will also disappear. Therefore, I do not think that it will be very serious. 

 

Finally, I would like to introduce a case that participated in the clinical trial. 

The case is a male patient in his 50s. He has a very long medical history and was diagnosed 26 years ago. At 
that time, LDH was over 3,000 and various tests were performed to diagnose PNH. 

Since then, the patient had a mild disease and was followed up without treatment, but his anemia and LDH 
gradually worsened, and he was considered eligible for anti-complement therapy. 
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Before dosing crovalimab, PiaSky, his hemoglobin level was 7.9 and LDH was about 2,000. The urine occult 
blood was 3+, which indicated the existence of hemoglobinuria. 

 

This is the treatment course. 

Before administrating crovalimab, the hemoglobin and LDH levels were very high, but after crovalimab was 
introduced, the hemoglobin level rose and the LDH quickly dropped to near normal range. Since then, the 
situation has been progressing without major problems. 
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The drugs currently available in Japan for the treatment of PNH are listed here. 

PiaSky, eculizumab, and ravulizumab target C5. Currently, these three drugs are available as first-line 
treatments. Eculizumab and ravulizumab were the mainstay of existing treatments, and now PiaSky is also 
another option. 

 

Crovalimab, PiaSky, is a subcutaneous medication, whereas eculizumab and ravulizumab are administered as 
an intravenous infusion. The method of administration is very different from the previous medications, so 
here are some expectations for this drug. 
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It gives patients more options for the method of administration. There are patients who do not like 
intravenous drips, and I think it would be very good for such patients. 

Then, although I did not mention it much, eculizumab and ravulizumab are ineffective for the patients with 
C5 gene polymorphisms. Since the binding sites are different, it can be said that PiaSky can be administered 
to such patients. 

Then, since this drug is injected subcutaneously, it is administered immediately, thus reducing administration 
time and hospital stay. As PNH is a very chronic disease that requires long-term treatment, they need to be 
able to perform their daily routines properly. In that sense, this is very good news for busy patients. 

 

For example, there are a certain number of people who do not have many blood vessels or who have difficulty 
with intravenous infusion. During the maintenance phase, PiaSky will give further benefit for these people as 
they do not need intravenous infusions 

Also, IV rooms in large hospitals are always crowded. Patients have to wait for a long time, and it is hoped 
that the use of subcutaneous injections will shorten the infusion time and reduce the waiting time for other 
patients. 

That's all from me. Thank you very much for your attention. 

Miyata: Thank you very much. 

 

  



 
 

 
Support 
Japan 050.5212.7790    North America  1.800.674.8375  
Tollfree  0120.966.744 Email Support     support@scriptsasia.com 

44 
 

Question & Answer 

 

Miyata [M]: We are now moving on to the Q&A session. 

We apologize for the inconvenience, but in order to encourage more people to ask questions, we would 
appreciate your cooperation in limiting the number of questions to two per person. 

Please note that the audio of your questions, along with the presentation, will be posted on our website at a 
later date. 

Muraoka [Q]: Thank you. I am Muraoka from Morgan Stanley MUFG Securities. I would like to ask Dr. Obara. 

It was very informative to have a summary of the profiles of the various new drugs. In addition, how will you 
use the different medications, including iptacopan, which will come out in the future? 

I think you probably see a lot of patients, so if you were to switch existing patients, how many of them would 
you want to use PiaSky, for example, and if they are new patients, how would you use it, how would you treat 
them, and how would you position PiaSky within that context? If possible, it would be helpful if you could tell 
us what percentage of patients you would like to use this. 

Obara [A]: As I showed you earlier in the slides, patients who can benefit from PiaSky and subcutaneous 
injections are those who are busy or those who are reluctant to use intravenous infusions. I would be willing 
to present it to such patients. 

Currently, we are treating about 22 cases of PNH at our facility, five of which are in clinical trials. We are 
thinking of switching one or two more patients, so it is difficult to predict what will happen in the near future. 
We believe that 30% to 40% of patients with PNH using C5 antibodies may be treated, as a matter of fact. 

There are medications such as iptacopan, which was recently approved for refractoriness. I think that for 
refractory patients, other medications such as iptacopan and danicopan should be used in combination. We 
believe that these medications are not intended for the level of hundreds of patients as targets. 

As for danicopan, it will probably go at a level of a few dozen for the time being. As for the pegcetacoplan, I 
guess it will also go on the level of dozens of patients. 

Iptacopan is an oral medication, so there is still some unpredictability, but oral medications can be forgotten 
to take, and PNH can cause hemolytic attacks. For this reason, I think it may not be a good for those who are 
not very compliant with oral medication. I think it can be said that intravenous infusion or injections are more 
reliable than orals, so for such patients, PiaSky can be given once every four weeks, or ravulizumab once every 
eight weeks, so I think that those who continue to use the drug will continue to use it and go on with it.  

Muraoka [Q]: Thank you. Is the risk of forgetting to take it still a factor of considerable concern for you? 

Obara [A]: Yes, exactly. 

Muraoka [Q]: Then I know this is a bit of a mean question, but PiaSky only needs to be taken once a month, 
right? If this frequency interval is long, something like forgetting to visit the hospital, wouldn't that be too 
much of a risk? 
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Obara [A]: In our experience, once every four weeks, there is almost no chance of forgetting to visit the 
hospital. One is that patients are still aware that it is an intractable disease, so many patients have a high 
awareness of such a disease, since many of them are quite late in discovering it. Also, this disease is designated 
as an intractable disease, and they will show the handbook every time they visit the hospital. Therefore, I 
think it is unlikely that patients will forget to visit the hospital. 

Muraoka [Q]: Thank you. I was surprised when you said earlier that 30% to 40% of the patients would be 
eligible for crovalimab, which is a rather large number. Because of the immune complex thing, I was 
wondering if patients hesitate when they have that, but is that not the feeling you have? Is the ease of use of 
subcutaneous injections much appreciated? 

Obara [A]: We have five patients in the trial, but fortunately none of them had immune complex reactions. I 
suspect that most immune complex reactions can probably be handled by eczema, follow-up, or steroid 
application. 

Or, over time, the drugs such as ravulizumab and eculizumab that remained in the blood will gradually 
decrease, so there will be convergence. We think that it will probably take roughly a month, a month or two 
at the most, to converge, so while immune complex reactions may occur, we do not think it is very likely that 
this will be very much an obstacle as a treatment choice. 

Muraoka [M]: I understand. Thank you. 

Yamaguchi [Q]: Thank you very much. I’m Yamaguchi from Citigroup. 

As mentioned in the presentation, there are only a few patients, but there was a discussion about genetic 
polymorphisms, which in Japan is 3%, but I wonder if there are ethnic differences or not. Is that something 
that you already know before you start the treatment, or is it something that you find out after you treat them 
and then switch in a hurry? Or is that pretty much the topic in terms of treatment? Please tell us this point 
first. 

Obara [A]: It is said that there are some ethnic differences in genetic polymorphisms. In Japan, it is said to be 
3% to 4%, but although I have not been able to find out the percentage worldwide, there are some ethnic 
differences, and it is possible that the percentage is relatively high among Japanese people. 

Since genetic polymorphisms are not examined by screening tests, it means that it is not possible to know in 
current practice whether a patient has a genetic polymorphism before treatment, for example. If you give 
eculizumab or ravulizumab to a person with a genetic polymorphism, the LDH or hemolysis levels would not 
subside at all, which is usually the case after one or two doses, and we just guess it would be. 

For those without genetic polymorphisms, eculizumab and ravulizumab are effective in significantly reducing 
hemolysis, so it is easy to guess whether the patient has a genetic polymorphism or not. For such people, I 
think PiaSky is a very good adaptation. 

I don’t mean that genetic polymorphisms cannot be tested, but since the screening test is a genetic test, it is 
not yet realistic in terms of cost and various other aspects and also in terms of frequency. 

Yamaguchi [Q]: This goes along with the previous question, but I thought there is no incentive to change 
existing treatment for patients who have been on ravulizumab for a long time, for example, for maintenance, 
if they have settled down. That’s why I asked the question. 

Still, some may change because one of the options, subcutaneous injection, is better, but what do you think? 
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Obara [A]: There is quite a variety in the stability of treatment effects. I believe that many facilities have very 
stable patients who only come once every eight weeks for an IV. If you are a busy person and don't like the 
idea of monthly, I think you would probably prefer the existing treatment and ravulizumab as it is. 

For those who don't like waiting for an hour IV infusion, or waiting in front of the IV room, PiaSky may be a 
good option. I think the strong point of PiaSky is that it can change the patient's lifestyle according to their 
wishes. 

Yamaguchi [M]: Thank you. 

Saga [Q]: I am Saga, a freelance writer. Thank you. I also have a related question. 

Do you have any such data on the 900 to 1,000 patients who have been using C5 so far, and these patients 
are mostly already on ravulizumab nationally? 

Obara [A]: I can't give you an exact figure right now because it includes data from other companies, but I think 
that more than 95% of them are in ravulizumab. 

Saga [Q]: I see. Second, I would like to know more about hemolytic attack. You mentioned vaccines and 
patients forgetting taking medication, but what triggers this, and what can go wrong with a hemolytic attack? 
Also, since you call it an attack, does it subside spontaneously? Please tell us more about it. 

Obara [A]: Hemolytic attacks occur in situations where complement activity is increased. The most common 
case of increased complement activity is, for example, infection. The rest is surgery. In other words, the 
hemolysis is enhanced in situations where immunity is needed. These days, it is vaccines. The COVID-19 
vaccine or mRNA vaccine is quite potent in its ability to induce inflammation, so that it becomes a problem 
for both treated and untreated patients with PNH. 

That is how hemolytic attacks are triggered with many reasons. Those who are prone to get anemia, for 
example, even a slight cold can cause anemia quite a bit. If a hemolytic attack occurs, there are some degree 
of problems, but in severe cases, anemia can quickly progress and several units of blood transfusion may be 
necessary, or the patient may develop renal failure or acute renal failure. 

In some cases, patients are not aware of the disease until it has progressed to a very advanced stage, and in 
other cases, it occurs very quickly, so it is important to be very careful. 

Saga [Q]: In the clinical trial you presented today, the frequency of hemolytic attacks was shown, but is this 
roughly the same as what you have seen in your actual clinical experience? 

Obara [A]: Hemolytic attacks during treatment include minor hemolytic attacks, so if we include minor 
hemolytic attacks, the frequency of hemolytic attacks will generally look something like that. 

Hashiguchi [Q]: My name is Hashiguchi from Daiwa Securities. 

I think you mentioned earlier that about 30% to 40% of the patients could be treated with PiaSky, but I think 
you meant to include the hurdles for existing patients to switch. How would you approach for new patients? 
It may not be a disease that brings in so many new patients, but when you first introduce antibody therapy, 
what kind of option would you make? 

Obara [A]: About 30% to 40% is about the future, and I don't really think about 300 or 400 out of 1,000 existing 
patients would be switched right away, for example. It also means that as we gradually explain the options, I 
wonder there might be patients who will start to think in such a way. 
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As for first-time applicants, we will probably show them flat. I would ask like if you prefer once every eight 
weeks with IV or even once every two weeks with IV. Or there is also the option of subcutaneous injections 
once every four weeks, which I think it would be simple like that. 

For those who don't want to come too often, they might say once every eight weeks would be fine, and for 
those who want to finish soon, once every four weeks is fine. That’s pretty much a trade-off of time and 
frequency, so it’s hard to say. I think there are quite a lot of patients with diseases that come in once every 
four weeks, so I think that for those patients it would be well-balanced, or you never know until we try it. 

Hashiguchi [Q]: So, you are still trying to get a feel for which is which and how much? 

Obara [A]: Yes. I don't know the feeling yet, but when I refer people to clinical trials and such, there are quite 
a few who say it would be fine if it were injected subcutaneously once every four weeks. I do not think it is 
likely that the number of patients will be overwhelmingly concentrated on one side or the other. 

Hashiguchi [Q]: Is my understanding correct that you do not feel there is much difference in terms of efficacy 
and safety? 

Obara [A]: I don't think there is a difference. 

Matsubara [Q]: My name is Matsubara from Nomura Securities. Thank you. I have two questions. 

The first is about iptacopan. In your earlier explanation, I think you mentioned that the adherence to the 
medication may be a problem and that the medication may not be taken as well as it could be. On the other 
hand, I think you mentioned that PNH is recognized as an intractable disease and that it is possible to have a 
handbook. With that in mind, could you please explain again that iptacopan may not be widely used in the 
future? 

Obara [A]: I’m not saying that the iptacopan treatment will not proceed. Our concern is that patients may 
forget to take their medications. 

Since this is the first PNH medication that can be controlled by oral medication alone from the initial onset, it 
is difficult to predict what to expect. 

With oral medications, it is inevitable that some patients will forget to take their medications. It is difficult to 
say 100%. In the case of PNH, patients are often aware that it is an intractable disease and that it is very 
difficult to treat, so we expect that adherence will be much better than patients with blood pressure 
medication, for example. I hope you understand that it is honestly impossible to know until we try. 

However, the most basic pathology of PNH is to suppress the membrane attack complex, and I think that the 
consensus for treatment in the immediate future is likely to be to first suppress C5. Oral medication appears 
to be very convenient, but it is hard to predict that it will flow dramatically into iptacopan. That's all from me. 

Matsubara [Q]: I understand very well. Thank you. Second, in your slide, you mentioned that hematopoietic 
stem cell transplantation (HSCT) is performed in patients with poor prognosis. What is the percentage of 
patients who do HSCT with this C5, C3, or other drugs, and as a first prescription, is the reason for not doing 
HSCT due to lack of donors or something like that? 

Obara [A]: I think there are almost no patients who do a HSCT if they are doing well to some extent on 
eculizumab and ravulizumab. The most likely candidates for HSCT are those patients who have a strong 
hematopoietic insufficiency that is those who have very low white blood cell counts and platelets. Since 
eculizumab and ravulizumab do not work on platelets and white blood cells, anti-complement therapy does 
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not work, so such patients have to take some form of medication that stimulates hematopoiesis. The ultimate 
form of this process is HSCT. 

I believe that those who are currently diagnosed with PNH and who will undergo a HSCT are almost always 
those who would be diagnosed with hematopoietic failure or aplastic anemia. 

HSCT is a very high-risk treatment. Compared to eculizumab and ravulizumab, the treatment has a 
considerably higher risk. The treatment is such that you have to be prepared for 10% to 20% of deaths in 
about one to two years. In light of this, the treatment with eculizumab and ravulizumab is effective in most 
patients, so I think the consensus is to start with anti-complement therapy for those whose main symptom is 
hemolysis. 

Zhou [Q]: I’m Zhou from Goldman Sachs. 

I would like to ask Dr. Obara. You say that the effect was obtained even in those with genetic polymorphisms, 
but what percentage or how many people were included in this trial overall? This is the first point I would like 
to confirm. 

Miura [A]: I will answer your question. We have six patients in this Phase III study. 

Zhou [Q]: Thank you very much. The second question, I think it is a great result that non-inferiority was 
demonstrated in this non-inferiority trial design. Among them, there were still a certain number of patients 
who did not benefit from the treatment. 

In that case, when you think about what is missing, do you have any future drug targets or molecules that you 
are looking forward to? That's all from me. Thank you. 

Obara [A]: As with eculizumab and ravulizumab, there are a certain number of patients for whom it does not 
work. There are a wide variety of causes, but one of the most common causes is a severe hematopoietic 
deficiency, or hematopoiesis itself is so poor that even if hemolysis is suppressed, the hematopoiesis level 
does not rise very high. 

The other is patients who have renal anemia due to the poor kidney function, patients whose anemia does 
not improve because they do not have much erythropoietin, patients whose anti-complement therapy 
medications themselves may not be somewhat effective, and so on. 

I think it is the same for both eculizumab and ravulizumab that roughly 10% to 20% of the patients will have 
poor efficacy. I think PiaSky is also almost the same in that regard. That's all from me. 

Zhou [Q]: Thank you very much. I would like to ask a follow-up question to the answer you just gave. In that 
case, for example, in the case of patients with severe hematopoietic insufficiency or renal anemia, do you 
think it will be difficult to improve the overall therapeutic effect in the future, or do you think it is possible to 
improve the therapeutic effect by using some kind of concomitant medication? I am sorry, but I would 
appreciate your confirmation. 

Obara [A]: There are various measures that can be taken depending on the cause. If the patient has renal 
anemia, we might give erythropoietin or a HIF-PH inhibitor, which is a medication that stimulates 
erythropoietin. There are my patients who are doing this. I believe that some of them also use aplastic anemia 
treatment in combination if hematopoiesis is poor. 

Also, there are some cases in which the use of C5 antibodies leads to extravascular hemolysis not intravascular 
hemolysis, so I think there are cases in which such patients may use iptacopan, as mentioned earlier, or other 
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novel antibody drugs.  So the remaining 10% to 20% of patients who do not respond well are the ones that 
we must be looking for, I think it is quite important to understand and consider the pathophysiology of the 
disease, and the various types that are available. 

Zhou [M]: I understand very well. Thank you. 

Mamegano [Q]: Hello. My name is Mamegano from BofA Securities. Thank you. 

I have two points. The first point is that ravulizumab is administered once every eight weeks, while PiaSky is 
administered subcutaneously once every four weeks. I heard what you said earlier about the frequency of 
patients coming to the hospital, but even if they come once every eight weeks, I think there are still concerns 
about side effects first, so I think they come once every two weeks or once every four weeks. I wonder if there 
is any benefit to ravulizumab once every eight weeks. Could you explain about that point? Thank you. 

Obara [A]: It is true that at the beginning of anti-complement therapy, patients usually come in after two or 
four weeks, and in my case, for the time being, many patients come in once every four weeks even though 
they are administered once every eight weeks for a while. For those who are really stable, we ask them to 
come in roughly every eight weeks. In other words, there are many patients who come only on the day of 
intravenous infusion administration with blood tests may be sufficient. 

The effects of PNH treatment are varied, and while there are some unstable patients, there are quite a lot 
who are very stable and for whom once every eight weeks is already sufficient. 

Mamegano [Q]: I see. Thank you. The second point, I would also like to confirm about the iptacopan matter. 
Looking at the results of the clinical trials, I thought it seemed to be quite effective, even though it is an oral 
drug. I was wondering if patients might flow in that direction. 

I think you mentioned earlier that it is quite important to suppress C5, and considering that, I wonder if the 
current C5 antibodies are quite sufficient in terms of efficacy. I would like to know the level of clinical demand, 
or rather the level of efficacy required. I was wondering if you could tell me about the C5 antibodies, if they 
are as effective as they are now, I thought it doesn’t have to change to an oral formulation where compliance 
is a concern. Sorry, please reply to this question. 

Obara [A]: I think you make a very perceptive point. As for the current treatment with ravulizumab and 
eculizumab, if we look only at the therapeutic effect, I think that basically not too many, but at least about 
80% of the patients will be quite satisfied. I think PiaSky will probably be the same as well. 

Therefore, if such patients, who can be controlled without fail if they receive intravenous infusion once every 
eight weeks, it is difficult to imagine that everyone among them will switch to oral medication. 

I wonder if iptacopan could be considered to some extent in the case that it is still better to take it orally or 
patients who do not want to be stabbed or who do not have many blood vessels left. I think this is a good 
indication for those. 

As I mentioned earlier, I think it might be a good idea to try it for those who have very severe extravascular 
hemolysis or for those for whom extravascular hemolysis would be a problem as a therapeutic effect. We are 
wondering whether many patients who are overwhelmingly getting satisfactory treatment results with C5 
antibodies would actively change their current style of hospital visits, and we are wondering whether there 
are not many such patients. 

Since iptacopan is taken orally, I think it has enough advantage to be switched to iptacopan, and I think there 
is a possibility that the switch may proceed to some extent. However, iptacopan is a very expensive drug, so 
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it is not likely that all out-of-hospital pharmacies will be able to prepare it, so there may be some 
inconvenience. 

Mamegano [M]: I understand very well. Thank you. 

Wakao [Q]: I’m Wakao from JPMorgan. I'm sorry, this is the similar question. 

I'm afraid this is the same as the person who asked the question just now, but regarding the effectiveness of 
iptacopan. Can I understand that from your point of view, the clinical trial data here was not that surprising? 
After all, many people probably wondered if this was better when they saw this efficacy, so it would be very 
helpful if you could just comment on this part. 

Obara [A]: Iptacopan has been very highly effective. We see from the clinical trial data that it is probably very 
impressive in terms of side effects. But I think that is one thing that we don't know yet because we have not 
directly compared the difference with the C5 antibody, the difference in efficacy. So, it is probably not very 
likely that patients will switch medications based solely on the data itself that is available in iptacopan. 

I believe that the switch will probably be based on the patient's wishes, whether there is extravascular 
hemolysis and whether the hospital or pharmacy is able to accommodate the prescription, and the switch 
might proceed a bit. I think it is excellent data, but it is within our expectations to some extent. 

Wakao [M]: I understand very well. Thank you. 

Hashiguchi [Q]: I am sorry to ask questions again. I’m Hashiguchi from Daiwa Securities. 

I think you mentioned that it depends on the patient as to whether they would prefer a one-hour infusion 
every eight weeks or a subcutaneous infusion every four weeks in comparison to eculizumab. I think that there 
are quite a few cases of self-injection or home injection of subcutaneous injections for the treatment of other 
diseases. I felt that if the patient could do it at home that would be the best. 

In the case of this disease, I was wondering if it is necessary to have patients visit the hospital on a regular 
basis for checkups, or if there is any resistance to self-injection, or how much customary it is. There might be 
difference between Japan and overseas, and we are also interested in overseas sales, so I wonder if you could 
comment a little more on these issues. 

Obara [A]: I think the future benefit of subcutaneous injections will be the possibility of self-injection, as you 
mentioned. Since PiaSky is a 2 cc x twice treatment with subcutaneous injection, self-injection may be feasible 
enough in the future. I think the younger patients will probably move onto that form. 

Then, for those who are very stable, there is a possibility that, for example, they could do it once a month at 
their own home already, and blood sampling and blood tests could be done once every three months. 

I think it is possible to have the somewhat unstable patients come in once a month, but I think that will vary 
somewhat from patient to patient. 

Hashiguchi [Q]: How many of the 1,000 patients in your hospital would be satisfied with a visit once every 
three months? 

Obara [A]: It depends quite a bit on the stance of the hospitals. For those who are very stable, I think that a 
good percentage of patients will be in a position to say that they are fine with the long-term interval. Based 
on my experience with ravulizumab, there are about half of the patients who are fine with once every eight 
weeks. 
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Hashiguchi [M]: Thank you very much. 

Muraoka [Q]: I am Muraoka from Morgan Stanley MUFG Securities. Thank you for letting me ask questions 
for the second time. 

This may be an off-the-cuff question, but I believe that this PiaSky, crovalimab, is also moving forward to add 
the indication for aHUS in the future. Sorry, I don't know if this is the disease you also cover or not, but if you 
see a lot of patients with aHUS, there are no data on aHUS, but what do you think is the position of easy-to-
use drug in treatment? 

Obara [A]: I have no patients with aHUS currently. I don't, but I think it would be a good indication. However, 
aHUS is often found in very serious cases at the onset, and it will need hospitalization for quite a while. I think 
it is still too early to say whether this would be a good indication simply because it would probably need to be 
considered, including whether it would be needed on a regular basis after discharge from the hospital. 
However, in terms of pathology, it is theoretically possible to suppress the disease by suppressing C5, so I 
think that in the future we may be in a situation where we can propose crovalimab alongside other options. 

Muraoka [Q]: Thank you. I also have a question for Ms. Miura. What is your current image of the development 
schedule for the self-injection mentioned earlier? 

Miura [A]: Regarding self-injection in Japan, we have been working with the authorities to enable self-
injection. However, because of the 14-day prescription limit in Japan, we are currently unable to provide a 
once-every-four-week treatment, which means that self-administration is not possible at this time. 

We would like to expand the self-injection of this drug as much as possible, considering the benefits to 
patients. We have been working with the authorities to adopt such a system, but we still need to go through 
some more procedures to completely allow self-administration at home. After proceeding with this, the ban 
on 14-day prescriptions will basically be lifted after one year, and we are hoping to achieve that timing. 
However, we have not yet reached the final stage of the process, so I hope you understand the situation. 

Muraoka [Q]: I see. Do you mean that there is a possibility that in just one year, hopefully, self-injection will 
be possible? 

Miura [A]: Yes. 

Muraoka [M]: Thank you. 

Saga [Q]: Excuse me. I am Saga, a freelance writer. 

Regarding the survival rates, you have shown us the data from overseas, but do you have any data from Japan? 

Obara [A]: There is actually no recent data on overall survival in Japan. So, I think we will be collecting them 
from now on. 

Saga [M]: Thank you very much. 

Miyata [M]: Thank you. There seems to be no question, so we will end the Q&A session. 

This concludes the information meeting on PiaSky of CHUGAI PHARMACEUTICAL. 

If you have additional questions, please contact the corporate communications department separately. The 
number and email address are provided on the last page of the presentation materials. 
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Please note that a survey will be available on the desk for those in the audience in the venue and on the Zoom 
for those participating via Zoom. We would appreciate your cooperation in this regard for future reference. 

Thank you for joining us today despite your busy schedule. Thank you very much. 

[END] 

______________ 

Document Notes 

1. Speaker speech is classified based on whether it [Q] asks a question to the Company, [A] provides an 
answer from the Company, or [M] neither asks nor answers a question. 

2. This document has been translated by SCRIPTS Asia.   
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