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Presentation 
 

Miyata: Thank you very much for attending today's Information Meeting on PHESGO of CHUGAI 
PHARMACEUTICAL CO., LTD. 

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. Naoki Hayashi, M.D. Professor and Chairman, Division of 
Breast Surgical Oncology, Showa University School of Medicine. 

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. 

Habara, PHESGO Lifecycle Leader, CHUGAI PHARMACEUTICAL, will now give an overview of PHESGO. There 
will be a short pause at the beginning, so if you would like to take a screen capture, please use this opportunity. 
Thank you. 
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Habara: My name is Habara, and I am responsible for the product. I would like to give an overview of the 
product PHESGO, with three divided parts. 

First, here is some basic information. There are two trade names, MA and IN, for PHESGO combination for 
subcutaneous injection. IN refers to the initial dose and MA refers to the maintenance dose. 

PHESGO is a subcutaneous injection formulation containing fixed doses of pertuzumab and trastuzumab, anti-
HER2 humanized monoclonal antibodies, respectively, plus vorhyaluronidase alfa to promote drug 
penetration and absorption. 

The product name is derived from Perjeta, the product name of pertuzumab, and Herceptin, the product 
name of trastuzumab, combined with "easy to go," meaning easy to administer and shortening the time spent 
at the medical institution, to form Perjeta Herceptin EaSy to GO. Taking these key alphabets, the product was 
named PHESGO. 

 

This is the development process. This is a combination therapy with pertuzumab and trastuzumab. Both are 
monoclonal antibodies and are used as standard treatment for HER2-positive breast cancer. The first dose of 
these two drugs takes about 150 minutes, and the second and subsequent doses take from 60 to 150 minutes 
with some ranges of time, although the time required varies. 

We thought that patients and medical institutions have time needs of their own. As lifestyles and living 
environments change dramatically, many breast cancer patients are women of working age, and we recognize 
the importance of balancing work with caregiving and childcare. For this reason, the time spent at the medical 
institution and the time required for administration were the significant key for these patients, and we 
considered there were high needs. 

On the other hand, from the viewpoint of medical institutions, with the advent of new drugs, treatment 
regimens becoming more and more complex, and the chemotherapy rooms becoming very crowded, we hear 
that time management and efficient management are important. 
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We hope that PHESGO will contribute to the improvement of patient convenience and the efficiency of 
medical resources. 

These are the clinical trials. A Phase I trial started overseas in June 2016, followed by a global Phase III trial in 
which the patients from Japan participated, the FeDeriCa trial, and, although those of Japan did not participate, 
the PHranceSCa trial, and then the application was submitted in Japan last September and approval was 
obtainned this September. 

 

These are the active pharmaceutical ingredients. 

As I mentioned, PHESGO is a combination product of three recombinant drugs. Pertuzumab and trastuzumab 
have two effects of inhibiting HER2 signaling as well as antibody-dependent cytotoxicity, while 
volhyaluronidase alfa has the effect of increasing tissue penetration. These three agents are combined in this 
product. 
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This is the mechanism of action. 

For the extracellular region of HER2, domain II, which pertuzumab binds to. Trastuzumab binds to domain IV 
of the HER2 membrane proximal domain, and we believe that the combination of these two antibodies 
comprehensively blocks HER2 signaling, suppresses cell proliferation, and induces apoptosis. 

 

Hyaluronidase alfa depolymerizes hyaluronic acid, a skin matrix, and transiently decreases the viscosity of 
hyaluronic acid in the extracellular matrix, thereby increasing drug absorption by increasing penetration. 
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By combining these three drugs, antibody products, and genetic recombinants, we expect to shorten the 
administration time and greatly improve the convenience of PHESGO compared to conventional intravenous 
infusion. 

As I mentioned, as for the conventional intravenous infusion combination therapy, the time required for the 
first dose is 150 minutes, but with PHESGO, the time is more than eight minutes. The second and subsequent 
maintenance doses require 60 to 150 minutes, but with PHESGO, the time can be shortened to five minutes 
or more. 
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For the overseas Phase II trial, the PHranceSCa trial, the primary endpoint is the preference of the patient, 
which treatment they prefer. As a result, 85% of patients preferred PHESGO. 

Dr. Hayashi, who will be speaking later, will give you more details about the design of this clinical trial, so I’ll 
leave this part to him. 
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I would also like to mention safety, and I believe that the combination of the intravenous formulation and this 
PHESGO was well tolerated and had the same safety profile. 

The characteristic feature of this product is that it is a subcutaneous injection formulation, so the injection 
site reaction is higher than that of intravenous infusion in comparison. On the other hand, the frequency of 
infusion reactions, such as fever, dyspnea, and other common symptoms, was zero in this study. As for IV, 
there is a little bit of it. Dr. Hayashi will explain this in detail later. 
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HER2-positive breast cancer, this is the segment that we expect PHESGO to be prescribed for in the overall 
treatment of this disease. Currently, the combination therapy of HERCEPTIN and PERJETA is widely used in 
Japan as a first-line therapy for breast cancer, including neoadjuvant and adjuvant setting of early-stage breast 
cancer, and advanced or recurrent breast cancer, according to domestic guidelines. We are hopeful that these 
will be replaced by PHESGO. 

 

Similarly, as for colorectal cancer, PHESGO has been used in the treatment of HER2-positive advanced or 
recurrent unresectable colorectal cancer that has worsened after current cancer chemotherapy. We expect 
PHESGO will replace the conventional combination use of intravenous formulations. 
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In addition to HER2-positive breast cancer, which I explained earlier, the indication is for HER2-positive 
advanced or recurrent unresectable colorectal cancer that has worsened after cancer chemotherapy. 

Regarding dosage and administration, for HER2-positive breast cancer, in combination with other anti-cancer 
agents, the initial dose, IN, should be administered first, followed by a maintenance dose of MA for at least 
eight minutes and five minutes, respectively. The maintenance dose is to be administered at 3-week intervals. 

For colorectal cancer, there is no indication for concomitant use with other agents for malignant cancer, but 
the administration of IN and MA at three-week intervals is the same as for breast cancer. 
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Summary. PHESGO is a subcutaneous formulation of pertuzumab and trastuzumab, the standard drugs for 
the treatment of HER2 breast cancer, in combination with vorhyaluronidase alfa, and can be administered in 
fixed doses without the need for adjustment. 

When following a conventional intravenous formulation, the initial administration time is reduced from 150 
minutes to more than eight minutes, and the second and subsequent administrations from 60 to 150 minutes 
to more than five minutes, which is expected to improve convenience. It is expected that PHESGO will replace 
HERCEPTIN and PERJETA in the segment where the combination therapy is recommended on the domestic 
guidelines. 

That is all. 

Miyata: Thank you very much. Dr. Naoki Hayashi will continue with an explanation of the clinical positioning 
of PHESGO in the treatment of HER2-positive breast cancer. There will be a short pause at the beginning, so 
if you would like to take a screen capture, please use this opportunity.  Doctor, please go ahead. 
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Hayashi: Hello, everyone. I am Hayashi of Showa University, Division of Breast Surgical Oncology. Today, I 
would like to talk about the clinical position of PHESGO in the treatment of HER2-positive breast cancer. 

First of all, I would like to talk about breast cancer in general, from a basic point of view. 
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It is said that the lifetime probability of developing breast cancer in Japan is one in nine. Roughly, more than 
95,000 new breast cancer patients are diagnosed annually. More than 20 years ago, it was said that breast 
cancer was 1 in 25 to 26 people, and even 5 to 6 years ago, it was 1 in 11 to 12 people.  The number of breast 
cancer patients has been increasing every year in Japan. It has become a very familiar disease in this way. 

 

The right graph shows women cancer patients, and the pink line represents breast cancer. This record has 
been available since 2000, and as can be seen from the trends in incidence rates by major cancer site and per 
100,000 population, breast cancer is increasing every year. 
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According to the data from the national breast cancer registry, which is also available here, breast cancer in 
Japan is characterized by a bimodal pattern, with breast cancer in the 40s and 60s, as shown here. We have 
recently learned that the number has been gradually increasing from the latter half of the 30s, then 40s, and 
in recent years the line has been shifting gradually toward the 70s as the population ages. 
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Breast cancer mainly develops in mammary tissues. The lobule is where milk is produced, and from there to 
the nipple, there are 15 to 20 ducts called milk ducts through which milk flows throughout the mammary 
gland. These ducts come together at the nipple and secrete milk. 

More than 85% of breast cancers emerge from these ducts.  As shown in the figure on the right, as long as it 
remains in the duct, no matter how large it is, this breast cancer is a non-invasive cancer, meaning that it is 
not invasive, so it is a so-called very early stage 0 cancer. It will be something that can be cured if the surgery 
is done properly. 

If the ducts are breached even slightly, it becomes invasive ductal carcinoma, and as the disease progresses, 
there is a possibility of metastasis to the axillary lymph nodes or distant metastasis, for example. 

In Japan, data shows that at the time of diagnosis, more than 85% of the patients have invasive cancer. The 
prognosis of breast cancer varies depending on the subtype, which I will discuss in the next section, as well as 
the extent, stage, and stage of the disease at the time of diagnosis. 
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Now, if it is found at stage I, it will be almost 100% if it is stage zero non-invasive cancer, but if we look at it 
over 10 years, stage I will be over 95%. Stage II, III, and IV are the types where the prognosis becomes worse 
and worse. 

What I am going to talk about today is HER2 positive breast cancer. PERJETA and HERCEPTIN, drugs that can 
be used only for this HER2 positive breast cancer, have come out and dramatically improved its prognosis. 

This is the prognosis for breast cancer as a whole, and the current principle is that stage IV breast cancer is 
basically incurable, but recent clinical trials have shown that nearly 10% of HER2-positive breast cancers 
disappear completely with the use of PERJETA and HERCEPTIN. It is said that these new drugs are highly 
effective in treating breast cancer, especially HER2-positive breast cancer. 
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First of all, when considering treatment, breast cancer is treated in two ways: local therapy and systemic 
therapy. One of the goals of local therapy is to control the local area, first by surgery and then, if partial 
resection has progressed, by radiation therapy. 

Systemic treatments include chemotherapy, endocrine therapy, so-called hormone-suppressing drugs, and 
the recently introduced immunotherapy, which is a drug that affects the entire body. This is a double feature. 

The reason why we take double approach is that some people basically have had the whole thing surgically 
removed with local therapy, but it still recurs later. It is possible that small micrometastases, which do not 
show up on images, CT scans, or blood samples, are circulating throughout the body at the time of diagnosis. 
If it later gets bad and takes root in the whole body, it will recur and cannot be cured. For this reason, we try 
to nip the buds before they take root, which is why we use systemic treatment and medications. 
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We divide breast cancer into four major subtypes, and the treatment plan is changed according to the subtype. 
We classify the disease in terms of hormone receptors and the marker called HER2. When we consider two-
by-two, we divide them according to whether they are hormone receptor positive, HER2 positive, or hormone 
negative or positive. Think of this hormone receptor or HER2 as the markers of cancer cells, as you can see in 
the picture below. 
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The treatment plan will be changed according to this result. If the hormonal status is positive, then hormone-
suppressing drugs or hormones drugs are used. On the other hand, if hormones are ineffective, we use 
anticancer drugs because there is nothing more we can do. 

Also, now when we look at HER2, if HER2 is positive, we will start using anti-HER2drugs, molecular targeted 
drugs, which will be PERJETA and HERCEPTIN. 
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HER2-positive breast cancer, the subject of today's discussion. The upper group is the perioperative treatment, 
that is, those who are willing to do surgery and anticancer drugs because they have a high chance of being 
cured. 

The orange shows the stage IV, so-called metastasis or recurrence. Basically, these are people who are difficult 
to cure, so for them, the standard of care is HERCEPTIN, PERJETA, and chemotherapy, and these three drugs 
are always used. If it stops working, it will be changed to other drugs. 

Next is perioperative treatment for so-called early-stage breast cancer. If the patient can be operated on, 
surgery is performed first, or as neoadjuvant therapy, HERCEPTIN, PERJETA, and chemotherapy is given 
before surgery. 

During neoadjuvant therapy, all patients with HER2-positive breast cancer are basically treated with 
HERCEPTIN and PERJETA. After surgery, patients continue to use Herceptin and Perjeta for nine months, once 
every three weeks. If a lot of cancer remained, the treatment of choice was to switch to a different drug, 
Kadcyla, to further improve the prognosis for those who had originally seemed to have a poor prognosis. 

If surgery is done first, then Herceptin and Perjeta and chemotherapy is used. In any case, HER2-positive 
breast cancer, as I mentioned earlier, the anti-HER2drugs are very effective, and if that is the case, the 
principle is to do a combination of anticancer drugs. After that, Herceptin and Perjeta will be used. 
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Treatment is based on evidence-based guidelines, and we basically follow them. There is CQ12, clinical 
question, number 12, in the most recent breast cancer treatment guideline. 

This is a question as to whether the addition of trastuzumab and pertuzumab, or HERCEPTIN and PERJETA, to 
HER2-positive early-stage breast cancer with neoadjuvant therapy is recommended. Basically, the addition of 
trastuzumab-pertuzumab is strongly recommended in the guideline. Recommendation is determined based 
on the strength of the evidence, but the strength of the recommendation is also consistent and the strength 
of the evidence is also strong. 

In the past, there was a time when trastuzumab was used alone, but there is now clear evidence from clinical 
trials that it is more effective than trastuzumab alone, so basically, both are used. 
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Another question is about  neoadjuvant therapy, for those who had surgery first. It says whether it is 
recommended to add pertuzumab to trastuzumab for these people, but if the risk of recurrence is high, there 
are firm guidelines recommending the use of both for these people. 
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Another one, this one is metastatic or recurrent breast cancer. For this group, the purpose of treatment 
changes a bit. As I mentioned earlier, the possibility of cure is very low, so the principle of treatment for 
metastatic and recurrent breast cancer is to control the disease, minimize progress, and improve the quality 
of life. 

The evidence is strong that the combination of trastuzumab, pertuzumab, and taxane should be used as the 
first choice. 
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This is the table we saw previously. Thus, as I mentioned, neoadjuvant therapy is often the first choice for 
HER2-positive breast cancer, especially if the cancer is a little advanced or of a certain size. 

 

The reason for this is that neoadjuvant therapy and adjuvant therapy had been said to have the same 
prognosis in the past, but now, if neoadjuvant therapy is given first, it is possible to downstage the tumor to 
make it smaller and to eliminate lymph node metastasis once it is smaller. Not all cases, but it is more likely. 
This will still improve the prognosis. If it disappears completely, it is a sign that the prognosis is already good. 

In addition, the smaller size means that there is a greater chance that what was originally told to perform a 
total resection can be reduced to a partial resection. The most major advantage of neoadjuvant therapy 
recently is that it allows early evaluation of individual treatment effects. 

As I mentioned earlier, if you use it after surgery we say we should do it because the people who did it have 
a better chance of coming in healthy than those who didn't, but you don't know which group the patient 
belongs to. 

If we give them neoadjuvant therapy, the cancer is there and we can see if it gets smaller or not. If it worked, 
then PERJETA and HERCEPTIN can be used as is after the surgery. If the drug was not very effective and the 
cancer remained, as I mentioned earlier, we can switch the adjuvant therapy to a drug called KADCYLA. 
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As you can see in the picture I have just described, the adjuvant therapy, the cancer indicated in green, is 
removed for the time being. Then, after that, we will try to do a certain standard medicine for the time being, 
and it will not be so-called tailor-made treatment. 

In the case of neoadjuvant therapy, an anticancer drug is given and if the cancer is still there, there is 
information about it, so we can now offer options to further improve the prognosis of those who may have 
had a poor prognosis in the first place, such as switching the drug. 
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Today, we will leave aside KADCYLA for those who have this little bit of cancer left, HERCEPTIN and PERJETA, 
those who used it first before the surgery can basically use it after the surgery as well, and of course it can be 
used after the surgery. Also, in stage IV, of course, both drugs are always used in the first line, so HER2-positive 
breast cancer is basically based on the use of these two drugs. 

 

Then, this time, it is PHESGO, and this clinical positioning, as we call it, means that everywhere, everything 
can be turned into PHESGO. It does not mean that it must be used only after surgery or only before surgery. 
We believe that all are likely to be replaced in the future. 
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I have just said that this drug, PERJETA and HERCEPTIN, is very effective, very effective, but I am saying this 
based on clinical trials, not on my own experience. 

There is a landmark study, the NEOSPHERE trial, in which HER2-positive breast cancer patients are divided 
into four groups and four drug combinations for surgery. We have solid data on how well it worked. 

Group A is HERCEPTIN, the single agent we had been using for some time, and DTX is docetaxel, a taxane 
anticancer drug. This is what we used. Group B is now the standard therapy with all three drugs. And group C 
is PERJETA and HERCEPTIN without chemotherapy. Group D consists of only PERJETA and docetaxel. These 
are followed by surgery. 
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This is the primary endpoint of the study. A trial is designed first based on its primary endpoint, so this primary 
endpoint looks at the complete response rate of the breast cancer in terms of pathology after surgery, that is, 
how much of the tumors has completely disappeared. 

The secondary evaluation is the best overall evaluation, such as the degree of effectiveness, the degree of 
preservation, the prognosis, and safety. 
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Then looking at the data for the three drugs group in the bar chart, second from the left. The rate of complete 
disappearance was clearly higher with docetaxel; PERJETA,HERCEPTIN and docetaxel. The results show that 
the number was statistically significantly higher. It was 45.8%. 
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As I mentioned earlier, as the analysis based on subtypes, subtypes are divided by hormone receptor-positive 
and hormone receptor-negative, and we know that the effectiveness of treatment differs depending on these 
subtypes. The blue bars are the types with negative hormone receptors. Everything is HER2 positive this time, 
so if the hormone receptor is negative and HER2 is positive, this is the second from the left, the graph without 
gray on it. Then, as far as that group is concerned, the percentage that cancers disappear completely is already 
63%. The data is high, with 26% of hormone positives, cancer disappeared completely. 

The other combinations are grayed out, but the data clearly show a higher probability of PCR, complete 
disappearance rate. 
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Talking about adverse events, these side effects were the highest. 

We can see the data due to only with HERCEPTIN or PERJETA for HER2 positive breast cancer. Especially since 
diarrhea is a characteristic side effect of PERJETA, which is the fifth from the top. The group using PERJETA 
clearly showed an increase in diarrhea. Other than that, nothing is that remarkable. 
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In this clinical trial, I was wondering what was important in introducing this PHESGO. As the previous speaker 
mentioned earlier, there is a concept of time toxicity recently. Cytotoxicity includes blood toxicity of blood 
cells and toxicity of the gastrointestinal tract, and treatment with anticancer drugs have been developed day 
by day to prevent such toxicities. 

In terms of controlling various toxicities, I think it is a very important issue to consider time toxicity and to do 
it with the same effect, even if only a little better treatment. 
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These are the issues with the current medical situation here in Japan. This is not only true in Japan, but as 
shown in the previous graph, breast cancer rates increase dramatically from the late 30s, with the first peak 
occurring in the 40s. The fact that breast cancer is increasing among people in their 60s and 70s means that 
many breast cancer patients are in the working-hard generation, and the patients in the first peak, they are 
raising children, caring for their parents, going to the hospital, commuting to work, and all the other things 
that make up the physical strength of a person with breast cancer, which is a burden on them. 

Waiting time for medical treatment, especially when treated in a large hospital. As we are also aware in our 
outpatient clinic, the patients have to wait for a long time before they meet doctors, and they also have to 
wait for the blood to be collected before consultation and for the results coming out. The time required to 
see the doctor, go to the infusion room, wait for the infusion, and then do the infusion, is really half a day to 
a full day, which is very burdensome for the patient. This also naturally increases the burden not only for 
patients, but also for medical professionals. 

Nowadays, the outpatient chemotherapy room is like an infusion center or an oncology center, with a 
separate room for infusion, where anticancer drugs are often administered, but the number of breast cancer 
patients is increasing. Since anti-cancer drugs are being used more and more not only for breast cancer but 
also for other digestive organs, chemotherapy rooms in all large hospitals are really crowded. 

Especially with this HER2-positive breast cancer, we use three drugs, the anticancer drug I mentioned earlier, 
PERJETA and HERCEPTIN, so we have to keep a very long time frame for the infusion. This also requires a lot 
of manpower, including doctors, nurses, and pharmacists, who mix the medicines in a highly blended manner, 
which takes a lot of time. That will still cost labor costs. 

Therefore, PHESGO will shorten the administration time per dose, which may contribute to improving the 
quality of life of patients and the burden on healthcare professionals. 
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As the previous speaker mentioned earlier, the first injection takes eight minutes, and the second and 
subsequent infusions take five minutes, which is very short. 

 

As an example, an injection should be administered for eight minutes, so we inject into the leg it is placed in 
the thigh for a while in the same posture. The injection site would be changed a little, slightly shifted. 
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The first dose, the top figures, is PERJETA and HERCEPTIN, the IV group is the traditional infusion that we are 
using now. 

This is the PERJETA, to be administrated for 60 minutes first and watch the progress for 60 minutes. 
HERCEPTIN treatment is given for 90 minutes and the follow-up observation, but if it turns to eight minutes 
of treatment and 30 minutes of observation, the time will be reduced by nearly four hours, which is a great 
advantage from both the patients and the medical professionals' point of view. 

The second time, the infusion itself is already shorter, but the PHESGO takes still only five minutes, and the 
follow-up observation is even shorter this time, so the time required for the second infusion is reduced by 
almost two hours. 
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This is not to say that it is good because injections have shortened the length of time, but evidence is still 
needed to change the standard of care, which is why we have this international phase III trial called FeDeriCa. 
For operable or locally advanced HER2-positive breast cancer, anthracycline and a combination of two 
anticancer drugs, docetaxel and paclitaxel, is used. 

PERJETA and HERCEPTIN, the lower one, the one we usually do on the IV switched with PHESGO, the upper 
one. And after the surgery, we usually use PERJETA and HERCEPTIN for another nine months, so it is something 
where we will completely replace that with PHESGO and see which one is better. 
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Since the blood concentration is important for how well the drug works, the blood concentration was 
measured at the point before seven or eight cycles of administration as the primary endpoint. The results 
showed that the blood levels of PERJETA and HERCEPTIN were similarly maintained in PHESGO, indicating 
non-inferiority. 
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Also, as a secondary endpoint, we are looking at the percentage of absence of invasive lesions in the breast 
and axilla. 

The yellow on the left side is the PHESGO group, and the right side is the PERJETA and HERCEPTIN infusion 
group, and the results were comparable in that the same tpCR of just under 60% was obtained, and complete 
disappearance was obtained. 
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There is some data on adverse events. 

As I said earlier, PERJETA is characterized by diarrhea, so it is the same, 58%, 55% respectively. There are other 
events that are out there, but these are used in conjunction with anti-cancer drugs. 

The most characteristic adverse event is the one called infusion-related reaction at the bottom of the right-
hand side. When PERJETA and HERCEPTIN are injected for the first time, the body is surprised and shows such 
a reaction. For example, there are some changes such as sweating or a drop in blood pressure, which are 13% 
or 14% with intravenous infusion, but with subcutaneous infusion, the sudden increase in blood concentration 
can be suppressed, and the PHESGO group came out at 3.6%, a lower value by comparison. 

The fifth item from the top on the right shows the injection site reactions, which were almost none in the 
intravenous infusion group, but the same percentage of patients in the intravenous infusion group showed 
symptoms such as redness and swelling in 13% of the cases. 
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There are the adverse events leading to discontinuation of any investigational drug ordeath. 

The discontinuations were 6.9% for PHESGO and 10.9% for infusion, and all of the events that came up were 
in one or two cases or so, but we believe that this was originally due to the drug, and there was no significant 
difference. Rather, the group of discontinuations was a bit small. 

 

 

 



 
 

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

41 
 

 

Another trial, the PHranceSCa trial, is also being conducted overseas to see how patients actually feel about 
it. 

Likewise, the patients with PERJETA and HERCEPTIN in green is the intravenous drip. PHESGO, this 
subcutaneous injection, and they will experience both of them in a crossover. The trial is a very interesting 
design, in which patients are asked to choose which of the two they would like to use at the end. 

 

The primary endpoint is the patient's preference for PHESGO, the ratio of choosing PHESGO as a good choice, 
and so on. 
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Looking at this, first of all, the pie chart shows that 85% of the respondents chose that PHESGO was better. In 
fact, people may be surprised at first at the thought of injecting subcutaneously for five or eight minutes, but 
many patients who have actually tried it have also responded that they prefer PHESGO. 

 

We are also looking at other surveys to see how healthcare professionals see the drug. 

The data also showed that more than 85% of the respondents, such as nurses and pharmacists, said they 
would have preferred PHESGO even if they considered preparation, etc. 
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Also, since we are doing both in crossover, we also see adverse events, Grade 3, which are side effects leading 
to further postponement of the drug. It also appears that neither of those percentages changed in either case. 

 

To repeat what I said earlier, the fact that the time required for infusion and treatment can be shortened is a 
great benefit to  the medical personnel, and the hospital, as well as to the burden on the patient. It's the 
patient's quality of life, collectively. It is expected to contribute to the improvement of the burden of medical 
care. 
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In any case, patients in this early stage must be treated to maintain their quality of life while aiming for proper 
radical cure. The metastatic-recurrent patients also need to maintain quality of life while aiming for high 
therapeutic efficacy. 

The PHESGO may contribute to improving the quality of life of patients and the burden of medical care by 
shortening the duration of a single dose. 

As the term "shared decision making" has recently become popular, patients are given a clear explanation 
based on their wishes and conditions, and then they choose what they prefer. This applies to all treatments, 
so we are treating patients based on this principle. 

That is all for today. Thank you. 

Miyata: Thank you very much. 
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Question & Answer 

 

Miyata [M]: We will now move to the question-and-answer 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. 

 

Sakai [Q]: Thank you for today. I’m Sakai from UBS Securities. I would like to ask one question each to Mr. 
Habara and one to the doctor. 

The drug price for PHESGO this time has been decided, but basically in Japan, I don't know if we can call this 
a combination drug or not, but I think there was a rule of one plus one to be 1.8 in the process of deciding the 
price. First of all, I would like to know about the process of determining this price. 

Naturally, with the release of this PHESGO, I think that the sales of PERJETA and HERCEPTIN will decrease by 
cannibalization, but what is the profitability for your Company, how should we think about this first of all? 

Habara [A]: Thank you for your question, Mr. Sakai. First, regarding the drug price process, in the drug price 
rules, in the article for the special calculation of new medical combination drugs, there is an exemption 
requirement for combination drugs that have demonstrated medical benefits to be exempt from the special 
calculation. 

As you can see from the Chuikyo materials, the discussion at the Chuikyo, especially regarding PHESGO, was 
based on the combination with vorhyaluronidase and the fact that breast cancer patients, especially those 
with high medical needs, as Dr. Hayashi explained earlier, have high needs in terms of time. We recognized 
that this specific combination had been highly evaluated for its medical benefits. 

As for cannibalization, as Dr. Hayashi explained, we are hoping to replace the intravenous formulation. From 
my perspective as a manager of lifecycle management, when we think about the lifecycle of this product as a 
franchise over the long term, we have decided to introduce it to the market not only for the benefit of patients, 
but also for the benefit of the Company. That is all. 

Sakai [Q]: Thank you very much. Listening to Dr. Hayashi, I think this will be a pretty rapid switch in the medical 
field. In the U.S. and Europe, the switch has already been quite rapid, and I think this comes straight out when 
you look at Roche's sales. In your personal opinion, or in your thinking,  do you have a timeline as to what 
percentage of the current use of PERJETA and HERCEPTIN would be switched over to the new use? 

Hayashi [A]: Thank you. As I mentioned earlier in the first picture, I changed all the PERJETA and HERCEPTIN 
to yellow PHESGO in the picture, but theoretically I think we could change all the cases. 

Rather, the fact that the probability of Infusion reaction is greatly reduced by subcutaneous infusion is very 
reassuring to healthcare professionals when they administer the infusion. So, we would rather use it in actual 
clinical practice to reduce adverse events and, as I said earlier, to reduce the infusion quota. This will have the 
advantage of allowing us to turn things over to other people more quickly, and also allow us to be a little more 
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flexible in areas such as the time when a patient could not get the time frame they wanted, since we will be 
holding back a lot of frames. So, everyone would like to introduce this as soon as possible. 

As for the actual time frame, we are just now beginning to be able to use it. When I say as soon as possible, I 
mean that each hospital has a drug committee, which must first approve the drug, obtain approval, and then 
introduce it, although the speed varies from hospital to hospital. That's a lot of hospitals that are already 
starting to move, everywhere within a few months. The same is true of ours. 

However, there is also the problem of manpower at the point of changing to something new. First of all, I 
think it will take a few months to change everything out of the blue, because there is still some familiarity, but 
I think that many and most things will really change in less than a year or so. Or rather, we hope to do so. 

Sakai [M]: Thank you. 

Kono [Q]: My name is Kono from Jihosha. Thank you very much for your presentation today. 

I would like to ask Dr. Hayashi, what is the timeline for the HERCEPTIN and PERJETA in the current guidelines 
to be changed to PHESGO in the guidelines? 

Hayashi [A]: The guidelines are basically revised every two years. It was 2022, right? However, we will 
continue to revise the newer ones that need to be revised little by little even within a year, so they may be 
reflected in next year's guidelines as soon as possible, but the wording in the PERJETA and HERCEPTIN sections 
is there and they are basically the same drug, we will have to discuss how to reflect that in the guidelines.  We 
will consider them basically the same drug. 

Kono [M]: I see. Thank you. 

Takano [Q]: My name is Takano from Mainichi Newspapers. Thank you. 

I would like to ask about the results of this clinical trial. In terms of patient preference, you said that 13% of 
the patients still chose PERJETA and HERCEPTIN. Did you also ask the reason for the choice? 

Hayashi [A]: I think we can very much understand the psychology of a dozen percent of the patients, if the 
medicine is already working very well for them now with the first infusion, they don't want to change anymore. 
So, I think there are many such people, and although I do not have such detailed data, I think that is probably 
the situation. I assume that is the biggest reason. 

Takano [Q]: What is the reason why some medical professionals, though only a few, still choose the traditional 
infusion? 

Hayashi [A]: As I mentioned earlier, that a subcutaneous injection for a long time, well, five minutes is not a 
long time but a short time, but to sit still for five minutes, that is a lot of work, some people would think so. 

Takano [M]: I see. Thank you. 

Yoneyama [Q]: My name is Yoneyama from the Yomiuri Shimbun. Thank you for your presentation today. 

I would like to ask the doctor two questions. The first question involves a survey of patients in the same clinical 
trial. Is there any data available as to why 85% preferred PHESGO? 

Hayashi [A]: The time saved is still very significant. 
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Yoneyama [Q]: I understand. Thank you. In terms of reducing the time required for such improvements, are 
we seeing progress in this area of cancer drugs as a whole, or are we seeing more and more progress in the 
future? Would you tell us the trend? 

Hayashi [A]: As I mentioned earlier, it would be better if you would move more and more in this direction, 
because it is a part that is quite burdensome for the hospital as well as for the patients, and we are also 
developing more and more. So, I think the world will flow in that direction. 

There is also a drug called G-CSF, which is used to raise the white blood cell count, which drops dramatically 
with anticancer drugs, but there is also such a drug, so the world is now moving more and more in that 
direction. 

Yoneyama [M]: I understand. Thank you. 

Kondo [Q]: My name is Kondo from Yakuji News. Thank you very much for your presentation today. 

I would like to confirm the dosage. It is 60 minutes for PERJETA and 90 minutes for HERCEPTIN, though that is 
to be reduced to more than eight minutes. Am I correct in understanding that this is the time chemotherapy 
is included? 

Hayashi [A]: For chemotherapy, the chemotherapy time will be added to this time. So, the actual time spent 
being infused is much, much longer. This depends on the drug, for example, 30 minutes for paclitaxel, or a 
little longer for the Initial dose, 60 minutes, and so on. So, there is additional time to this, so from an overall 
perspective, it's quite a big advantage in that sense. 

Also, as I mentioned earlier, those who have had surgery will really only be able to use PERJETA and 
HERCEPTIN, so they will really be able to get a lot of shortening in this area. 

Kondo [M]: Thank you very much. Miyata [M]: Thank you. Do any of you have any questions? We will then 
take questions from those attending via Zoom webinar. 

If you are participating in a Zoom webinar from a PC, tablet PC, or other device, please click the Raise Your 
Hand button at the bottom of the screen. We will call your name when it is your turn to ask a question. The 
office will send you a request to unmute. Please unmute your audio and tell your company name and your 
name followed by questions. If you wish to cancel to ask your question, please click on the "Hands Down" 
button. 

Mr. Hashiguchi from Daiwa Securities, please go ahead. 

Hashiguchi [Q]: My name is Hashiguchi from Daiwa Securities. Thank you. I have two questions. First, I believe 
HERCEPTIN is supposed to be administered in doses adjusted based on body weight. PHESGO has a fixed 
dosage as you mentioned today, but is there any possibility that the dosage may be too high for Japanese 
patients? 

Habara [A]: Thank you for your question. The dosage of HERCEPTIN for PHESGO has not been approved in 
Japan, but a subcutaneous formulation of HERCEPTIN has been approved and launched overseas. The dosage 
is determined by confirming the PK from IV to SC, etc. set at that time. For PHESGO the dosage for both IN 
and MA is 600 mg, which is a fixed dosage. 

Although a Phase I study for PHESGO has not been conducted in Japan, the IV to SC of  HERCEPTIN data from 
overseas have been presented. Although the dosage of HERCEPTIN is IV in Japan, we do not think that PHESGO 
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will cause any particular symptoms. I explained such a reason to the health authorities, and they agreed with 
my explanation. 

Hashiguchi [Q]: Generally, with other drugs in other disease areas, I think that if you use the same doses as in 
the overseas Phase III trials for Japanese patients, sometimes the doses are too high. I was asking if there are 
any such concerns about this drug. 

Habara [A]: No, there is not. As you understand. 

Hashiguchi [Q]: Thank you. The second question. If HERCEPTIN has already been converted to a biosimilar, 
due to the release of PHESGO, is it conceivable that it will also be converted to PHESGO? 

Is there a case where a patient who is currently using a completely different therapy than the 
HERCEPTIN/PERJETA combination would choose PHESGO, or is it basically a replacement for the 
HERCEPTIN/PERJETA or Trastuzumab/PERJETA combination therapy?  

Hayashi [A]: Basically, many hospitals are using biosimilar now, but if they are going to use 2 drugs together, 
they will replace them with PHESGO as well. Basically, I think it is a form of replacement for those who need 
to use two drugs now. 

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

Miyata [M]: Thank you. Next, Mr. Yamaguchi from Citigroup Global Markets, please go ahead. 

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

I have one question, which is a little bit overlapping with the previous question. Time toxicity is exactly as you 
say. On the other hand, financial toxicity is also quite a hot topic. Just a minor point, but if a patient who is 
taking trastuzumab biosimilar and pertuzumab together switches to this one, will the medical costs go up a 
bit for that patient? 

Habara [A]: Yes. As you understand. Currently, there is a price difference between the original HERCEPTIN 
and trastuzumab BS, and as you understand, that amount will be added to the patient's cost. 

Yamaguchi [Q]: I understand. Still, since there is tremendous convenience to the field, or rather to the patients, 
do you feel that the reduction in time toxicity greatly outweighs the financial toxicity? 

Hayashi [A]: I think the benefits are great. 

Yamaguchi [Q]: I understand. Thank you. One more thing, you explained to us how to administer this. 
Currently, patients will be sent to infusion centers, or rather, the patient will be asked to go there. In this case, 
is it correct to say that the injection will be given by a nurse at the treatment site, and that the location where 
it is given will change? 

Hayashi [A]: Basically, first of all, many hospitals will start doing it at the oncology center, the infusion center, 
where they do infusions. 

Yamaguchi [Q]: So, you mean the patients are going over there to do it. 

Hayashi [A]: Yes. 

Yamaguchi [M]: I see. I understand. 
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Hayashi [A]: For example, in the case of Taxane and PERJETA and HERCEPTIN, two long frames had to be 
reserved, but now only one frame is needed, or a shorter frame will be newly created and used, this is what 
we are talking about. 

Yamaguchi [Q]: So, it is naturally shorter and therefore more efficient? 

Hayashi [A]: That’s right. 

Yamaguchi [M]: I understand. Thank you. That's all. 

Miyata [M]: Thank you. Next, Mr. Idaka, please go ahead. 

Idaka [Q]: This is Idaka from Yakushin Plaza. Thank you for your presentation today. 

I listened to your presentation today, and I recognized that it is just a phenomenal reduction in the 
administration period. I am afraid I am confirming a basic point, but am I correct in understanding that the 
switch from intravenous infusion to subcutaneous infusion brought the most significant effect of this part of 
the changeover, and that this is the reason for this kind of breakthrough? 

Hayashi [A]: That’s right. I think that is the most significant key point. This is a molecular-targeted drug, which 
is a bit different from ordinary cytotoxic drugs, so I think it worked well in that sense. 

Idaka [Q]: Thank you very much. And one more thing, and this is a bit of a big deal, but I'm sorry to ask about 
a cross-department question. The main topic of this session was HER2 positive breast cancer. In the case of 
colorectal cancer, the drug is supposed to be administered to patients who cannot be removed by surgery, 
but I am aware that the guidelines require drug treatment for breast cancer, whether or not surgery is 
performed. 

In the layman's view, if the surgery is done well, then the subsequent drug treatment is not necessarily 
necessary, but is this part of the treatment inevitable in breast cancer? 

Hayashi [A]: This is already past history, since there were data on the situation where only surgery was 
performed without anticancer drugs. Of course, the stage of the disease and the degree of progression will 
vary, but even if you think you have already taken care of the problem, the disease will still recur. 

In particular, HER2-positive breast cancer was a cancer with a very poor prognosis before HERCEPTIN was 
introduced. At that point, at the time of diagnosis, we already knew that there were micrometastases, as I 
mentioned earlier, small portion of cancer cells buried in the blood or lymph, which eventually turned out to 
be a bad result later. 

Therefore, even if we think that surgery has already removed the cancer at the time of diagnosis, there is solid 
evidence that the use of anticancer drugs and these anti-HER2 drugs together improves the prognosis, so we 
are performing both in this way for breast cancer.  So systemic treatment, surgery, and local treatment. 

Cancer behaves quite, if anything, totally differently depending on the types, and such a form of treatment is 
now the standard of care for breast cancer. 

Idaka [Q]: I see. I think that surgical techniques vary considerably from doctor to doctor, although it would be 
a misnomer to say considerably, but is it correct to say that any doctor is now absolutely required by the 
guidelines to provide adjuvant treatment after performing surgery? 
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Hayashi [A]: You are quite right. For example, if the tumor is only 5 mm in diameter, the risk is very low, so of 
course, not even administering anticancer drugs is an option, but it’s not easy to find cancer that small, so we 
do it in normal cases. 

In terms of surgery, there may be a certain range, but there is a standardized procedure, plus systemic 
treatment, so that it can be used anywhere and the same therapeutic effect can be obtained anywhere. We 
are providing treatment based on such evidence and clinical trials. 

Idaka [M]: Thank you very much. 

Miyata [M]: Thank you. Next, Mr. Mamegano from BofA Securities, please go ahead. 

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

I would like to ask the doctor one question. In the area of time toxicity, you mentioned that the time will be 
considerably shortened this time and that the replacement will proceed quickly. I wonder if there are people 
who do not want to administer PERJETA and HERCEPTIN with concomitant use so far because it takes a long 
time or something. Basically, looking at the evidence, I think we should use it in all cases. I would like to ask 
how many patients are not using it due to patient's intention or other reasons. 

If there are such patients, I was wondering if there will be additional expansion with the release of PHESGO 
this time around, so let me ask a question. Thank you. 

Hayashi [A]: Realistically, there is basically no patient not to use because of time as a reason. Conversely, we 
know that the prognosis will be considerably worse if it is not used, and we will use it after carefully discussing 
this with the patient. 

However, if you ask me if there is someone or not, of course there may be such people in the world. Then 
there are those who are tremendously low-risk. There are some people who prefer to use HERCEPTIN alone, 
so a certain percentage of them continue to use HERCEPTIN or use biosimilar of HERCEPTIN that they are 
currently using. 

Mamegano [Q]: I see. Thank you. I have one more question. If you have early-stage breast cancer and it recurs 
after using the combination of PERJETA and HERCEPTIN, I'm wondering if it might not work if you have already 
used it once. Am I correct in my understanding that it is normally used even in a case of progression and 
recurrence? 

Hayashi [A]: This is still a very new area of evidence, but if PERJETA and HERCEPTIN no longer work, there are 
several other options that can be used. And then, if you are wondering whether you should use two drugs the 
next time you run out of hands again, new data from a Japanese clinical trial group recently showed that even 
if you use both drugs the second time, compared to a group that only uses HERCEPTIN , the data also show 
that it may be better to use two drugs. 

Mamegano [M]: I see. Thank you. 

Miyata [M]: Thank you. As there are no further questions, this concludes the question and answer session. If 
you have additional questions, please contact the public relations and investor relations department 
separately. The phone number and email address are provided on the last page of the presentation materials. 

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

[END] 
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______________ 

Document Notes 

1. Portions of the document where the audio is obscured by technical difficulty are marked with [TD]. 
2. 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. 
3. This document has been translated by SCRIPTS Asia.   
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Disclaimer 

SCRIPTS Asia reserves the right to edit or modify, at its sole discretion and at any time, the contents of this 
document and any related materials, and in such case SCRIPTS Asia shall have no obligation to provide 
notification of such edits or modifications to any party. This event transcript is based on sources SCRIPTS Asia 
believes to be reliable, but the accuracy of this transcript is not guaranteed by us and this transcript does not 
purport to be a complete or error-free statement or summary of the available data. Accordingly, SCRIPTS Asia 
does not warrant, endorse or guarantee the completeness, accuracy, integrity, or timeliness of the 
information contained in this event transcript. This event transcript is published solely for information 
purposes, and is not to be construed as financial or other advice or as an offer to sell or the solicitation of an 
offer to buy any security in any jurisdiction where such an offer or solicitation would be illegal. 

In the public meetings and conference calls upon which SCRIPTS Asia’s event transcripts are based, companies 
may make projections or other forward-looking statements regarding a variety of matters. Such forward-
looking statements are based upon current expectations and involve risks and uncertainties. Actual results 
may differ materially from those stated in any forward-looking statement based on a number of important 
factors and risks, which are more specifically identified in the applicable company’s most recent public 
securities filings. Although the companies may indicate and believe that the assumptions underlying the 
forward-looking statements are accurate and reasonable, any of the assumptions could prove inaccurate or 
incorrect and, therefore, there can be no assurance that the anticipated outcome described in any forward-
looking statements will be realized. 

THE INFORMATION CONTAINED IN EVENT TRANSCRIPTS IS A TEXTUAL REPRESENTATION OF THE APPLICABLE 
PUBLIC MEETING OR CONFERENCE CALL. ALTHOUGH SCRIPTS ASIA ENDEAVORS TO PROVIDE ACCURATE 
TRANSCRIPTIONS, THERE MAY BE MATERIAL ERRORS, OMISSIONS, OR INACCURACIES IN THE 
TRANSCRIPTIONS. IN NO WAY DOES SCRIPTS ASIA OR THE APPLICABLE COMPANY ASSUME ANY 
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