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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 | 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. | 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.

M

Basic Information on PHESGO®

A,

[Brand name]

PHESGO® combination for subcutaneous injection MA

PHESGO® combination for subcutaneous injection IN IN: Initial dose, MA: Maintenance dose
[Non-proprietary name]
pertuzumab (genetical recombination)/trastuzumab (genetical recombination)/vorhyaluronidase alfa (genetical
recombination) injection

[Origin of product name]

English name: PHESGO mmp Perjeta Herceptin EaSy to GO

L L Herceptin (trastuzumab)
Perjeta (pertuzumab)

PHESGOP® is a combination for subcutaneous injection consisting
of pertuzumab and trastuzumab, anti-HER2 humanized
monoclonal antibodies, at a fixed dose of each, which is further
combined with vorhyaluronidase alfa to promote penetration and
absorption of the drug solution.
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Habara: My name is Habara, and | am responsible for the product. | 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.

M

o History of Development of PHESGO

[Conventional treatment]

® Combination therapy with pertuzumab and trastuzumab is the standard treatment for
HERZ2-positive breast cancer

@ The time required for administration is approximately 150 minutes for the initial dose, and Ll ‘R&:Qﬁ'ﬂgﬂsﬁgﬁﬁ;fél}'ﬂifﬁ}ﬁgi dufation can be
60 to 150 minutes for the second and subsequent doses*

PHESGO contributes to

[Patient’s perspective (needs)] [Medical institution’s perspective i 2
® Breast cancer is common among working-age (needs)] lmprovgd patient
women, so balancing work with childcare, nursing [l @ Efficient management of time is convenience and the
care, etc. is important" impoﬂant as new drugs are efficiency of medical
@ The most common “work-related concern from introduced, treatment regimens resources
diagnosis to the present” was “adjusting work increase, and chemotherapy rooms,
schedules and securing time off for hospital visits etc. are crowded
and freatment™
1) National Cancer Center Cancer Informafion Service "Cancer Statistics” {(National Cancer Reqistry)
December 2018 - {?ccessed November2023) ) )
[Clinical studies, etc. of e e
PHESGO] PHranceSCa
December 2020
e June 2018 -
8l\l;grélé;6s_phase b Global phase Il
BO30185 SF;ar;:%lpated from June 2020 Septem_bef 26.22 September 2023
FgDeriCa Application Approved
in Japan in Japan

DRI ETDECDEDEIDELD

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 | trial started overseas in June 2016, followed by a global Phase Ill 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.

M

o Active Pharmaceutical Ingredients of PHESGO

Inhibitory effect on HER2 signaling Tissue permeability-
ADCC (antibody-dependent cellular cytotoxicity) increasing action

pertuzumab trastuzumab y
(genetical (genetical vorhyaluronldas_e al_fa
recombination) recombination) (genetical recombination)

conceptual illustration

These are the active pharmaceutical ingredients.

As | 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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A—

Mechanism of Action

A

Because pertuzumab and trastuzumab bind to different HER2 sites, the combination of these two
components is considered to comprehensively block HER2 signals, suppress cell proliferation, and

induce apoptosis.”

Immune cell
HER2

trastuzumab

(4]

X

0

PERJETA

x
Downstream
signaling
pathways

HER3

pertuzumab (Perjeta):

(1) Binds to domain Il of the
extracellular domain of HER2

(2) to inhibit HER2 dimerization and
inhibit the activation of downstream
signaling pathways, and to induce
ADCC activity?

trastuzumab (Herceptin):

(3) Binds to domain |V of the proximal
part of the HER2 cell membrane

(4) to inhibit tumor growth by inducing
ADCC activity?

1) Diermeier-Daucher S, ef &l Ann N Y Acad Sci. 2008; 1130: 280-286

2) Scheuer W, et al. Cancer Res. 2009; 69(24): 9330-9336.

This is the mechanism of action.

For the extracellular region of HER2, domain Il, 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.

M

Mechanism of Action (vorhyaluronidase alfa)

VN

¥ Vorhyaluronidase alfa depolymerizes hyaluronic acid by hydrolyzing the bond between D-glucuronic acid and
N-acetylglucosamine, which constitutes hyaluronic acid, a substrate for skin, and transiently reduces the
viscosity of hyaluronic acid in the extracellular matrix.

¥ Vorhyaluronidase alfa is thought to decrease resistance during drug infusion and to have a local, transient,
permeability-increasing action.

Therapeutic drug

vorhyaluronidase

Locke KW, et &l. Drug Deliv. 2019; 26(1): 98-106.
(3) Locally and transiently increases the
permeability of the drug, and promotes

drug penetration and diffusion.

Fessler JH. Biochem J. 1960; 76(1) 132-135.
Hechter O. J Exp Med. 1947; 85(1): 77-97 10
Bookbinder LH, et &l J Confrol Release. 2006, 114(2) 230-241

(1) The viscosity of hyaluronic acid
limits the penetration and
diffusion of therapeutic drugs.

(2) Vorhyaluronidase alfa
depolymerizes hyaluronic acid.

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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A—

PHESGO is Expected to Shorten the Duration of Administration and Improve
A, Convenience, Compared to the Conventional Intravenous Drip Infusion

When the intravenous formulations of Perjeta and Herceptin are administered continuously, the duration of administration is
approximately 150 minutes for the initial dose and 60 to 150 minutes for the second and subsequent doses, while the
duration of administration of PHESGO is at least 8 minutes for the initial dose and at least 5 minutes for the second and
subsequent doses

| PHESGO IN (16 mL) (pertuzumab 1,200 mg, trastuzumab 600 mg, voluhyaluronidase Alfa 30,000 U)
Initial dose L !
Max ;
( ) HF:E:;: Observation*! Herceptin 8 mglkg Observation f
L
At least
5 minutes
PHESGO MA (10 mL) (pertuzumab 600 mg, trastuzumab 600 mg, voluhyaluronidase alfa 20,000 U)
. PHESGO
Maintenance
dose
(Max) Perjeta ® Observation
Herceptin
\
T
120 150 180 210 240 270 (min)
Time

*1. After the completion of administration, the patient should be observed, and the next drug should be administered after confirming that no infusion reaction symptoms are observed.
In clinical studies, subjects were observed for 60 minutes at the initial administration, and if there were no problems such as infusion reaction and the drug was well-tolerated in Cycle
2 and subsequent cycles, the monitoring period could be shortened to 30 minutes. 11
*2. Ifthe initial dose is well-tolerated, the duration of the second and subsequent doses can be shortened to 30 minutes.

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 | 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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M—

85% of Patients Preferred PHESGO
A (Overseas phase Il clinical study [PHranceSCa Study])

early breast cancer.

Patients with HER2-
positive locally

or early breast cancer
who underwent breast
cancer surgery after [—{ ="z
completing neocadjuvant - . J 80 subjects in Group B

therapy with Perjeta,
. " PHESGO

Herceptin, and

80 subjects in Group A

* Typa of neoadjuvant chemotharapy (anthracycling + taxane, carboplatin + t=xane, or taxane only)
+ Response 1o preoperaiive therapy: pCR or non-pC

* Hormane receptor expression status (ER andior PgR posiive, or ER and PgR negative)

PCR: pathological compiste response

ER, estrogen receptor; PgR, pragesterone recaptor

[Objective] To evaluate patient preference and satisfaction for treatment, by intravenously administering PHESGO or
Perjeta and Herceptin (Perjeta + Herceptin [IV]) as a postoperative therapy in patients with HER2-positive

PHESGO
(3 wesks x 3 cycles)

Perjeta + Herceptin
12 weeks x 3 cycles)

PHESGO
137 subjects

|
Patient selected

Follaw-up period

chemotherapy 13 weeks « 3 oycles)
160 subjects - FOSt-OPEFaTVE TEZMENT Wan nommanal
an0ior raNon Merapy WaE pemmted
Treatment crossover period T’“‘h“;";;"d““s"m
Stratification factor [Endpoints]

Primary endpoint:
Secondary endpoints:

Data evaluated at the time of approval: Overseas phase Il clinical study (PHranceSCa Study), O'Shaughnessy J, et al. Eur J Cancer. 2021; 152: 223 -232.

to HCPQ) [reference information], etc.
Patient preference for PHESGO (based on responses to PPQ Question 1) [reference information]

Group A (n ='s'n] G_[DI;D B (n=80)

Number of patients (%) Perjeta + Herceptin (IV) — PHESGO —
PHESGO Perjeta + Herceptin (IV)
PHESGO 70 (87.5%) 66 (82.5%)
Perjeta + Herceptin (IV) | 10 (12.5%) 12 (15.0%)
Mo particular preference 0 2 ( 2.5%)

Patient preference for PHESGO (based on responses to PPQ Question 1) [reference information]

The strength of preference for the method of administration preferred in PPQ Question 1 and main reasons for
the preference (PPQ Questions 2 and 3) [reference information], patient satisfaction with PHESGO and Perjeta +
Herceptin (IV) (based on responses to TASQ-SC and TASQ-IV Question 1) [reference information], selection
rate of PHESGO for the treatment extension period [reference information], and healthcare professional
perception of timefresource use and convenience with PHESGO (based on healthcare professional's responses

85.0% of patients (95% Cl: 78.5 - §0.2) preferred PHESGO, while 13.8% of patients preferred Perjeta + Herceptin (IV).

All patients
(n=160)

136 (85.0%)
22 (13.8%)
2 ( 1.3%)

DAt cutan aaie 107 the PrmAry analysis: Febniary 24, 2020

12

This publication includes employees of F. Hoffmann-La Roche and Genentech, as well as authors funded by F_ Hoffmann-La Roche and Genentech

For the overseas Phase Il 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 Ill

leave this part to him.
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6verseas phase Il clinical study: MO 40628 Study (PHranceSCa Study) (overseas data)

Common Adverse Events During the Treatment Crossover Period
A\ (25 Patients in any)

The major adverse events during the treatment crossover period included radiation skin injury [Group A: at the time of administration
of Perjeta + Herceptin (IV) (Cycle 1-3) 21.3%, Group A: at the time of administration of PHESGO (Cycle 4-6) 8.8%, Group B: at the
time of administration of PHESGO (Cycle 1-3) 12.5%, Group B: at the time of administration of Perjeta + Herceptin (IV) (Cycle 4-6)
12.5%; the same order, hereinafter], injection site reaction (Group A: 0%, 15.0%, Group B: 30.0%, 0%), and diarrhea (Group A: 15.0%,

8.8%, Group B: 7.5%, 5.0%).

Group A (n = 80) Perjeta + Herceptin (IV) - PHESGO | Group B (n = 80): PHESGO — Perjeta + Herceptin (IV)
At the time of At the time of At the time of At the time of
n (%) administration of Perjeta administration of administration of administration of Perjeta
+ Herceptin (IV) PHESGO PHESGO + Herceptin (IV)
Cycle 1-3 Cycle 4-6 Cycle 1-3 Cycle 4-6
All adverse events 62 (77.5%) 58 (72.5%) 62 (77.5%) 51 (63.8%)
Radiation skin injury® 17 (21.3%) 7 ( 8.8%) 10 (12.5%) 10 (12.5%)
Injection site reactions 0 12 (15.0%) 24 (30.0%) 0
Diarrhoea 12 (15.0%) 7 ( 8.8%) 6 ( 7.5%) 4 ( 5.0%)
Hot flush 6 ( 7.5%) 4 ( 5.0%) 5 ( 6.3%) 0
Pruritus 6 ( 7.5%) 3 ( 3.8%) 0 1( 1.3%)
Erythema 6 ( 7.5%) 1( 1.3%) 1 ( 1.3%) 1( 1.3%)
Fatigue 5 ( 6.3%) 4 ( 5.0%) 5 ( 6.3%) 4 ( 5.0%)
Infusion reaction 5 ( 6.3%) 0 0 1( 1.3%)
Arthralgia 4 ( 5.0%) 3 ( 3.8%) 5 ( 6.3%) 2 ( 2.5%)
Upper respiratory infection 1( 1.3%) 2 ( 25%) 5 ( 6.3%) 4 ( 5.0%)

* During the treatment crossover period in this study, concomitant radiotherapy was used in 23 patients (28.8%) in Group A and 21 patients (26.3%) in Group B. MedDRA ver.22.1

Data evaluated at the time of approval: Overseas phase |l clinical study (PHranceSCa Study), O'Shaughnessy J, et al. Eur J Cancer. 2021; 152: 223 -2321 7
This publication includes employees of F. Hofimann-La Roche and Genentech, as well as authors funded by F. Hoffmann-La Roche and Genentech.

| would also like to mention safety, and | 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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A—
Overview of HER2-Positive Breast Cancer Treatment

A, (PHESGO Prescription Segment)

The segments for which Herceptin + Perjeta combination therapy is recommended in the Japanese guidelines are
preoperative/postoperative therapy and first-line therapy for advanced/recurrent breast cancer. These are expected to be

replaced by PHESGO
Early breast cancer Advanced/recurrent breast cancer

. . . 3 .

L] . L] % . L] L[] L] -

. . . E . . . . .

. . . . . . Lt .

. . L] S . L] . . .

. . . . . .

) . . . s . ’
Neoadjuvant Adjuvant Firstdine
chemotherapy chemotherapy chemotherapy
| ca12 | | cal4 |
C€Q12: Is it recommended to add pertuzumab to trastuzumab in CQ26: Is trastuzumab + pertuzumab + taxane combination therapy
patients with HER2-positive early breast cancer receiving neoadjuvant recommended as a first-line therapy for HER2-positive
chemotherapy? metastatic/recurrent breast cancer?
The addition of pertuzumab to trastuzumab is strongly recommended. The combination of trastuzumab + pertuzumab + docetaxel is strongly
e i b recommended.
€Q14:ls it recommended to add pertuzumab to trastuzumab in Combination therapy with trastuzumab + pertuzumab + paclitaxel is
patients with HER2-positive early breast cancer receiving adjuvant weakly recommended.
chemotherapy?
Adding pertuzumab to trastuzumab is strongly recommended in -
patients at a high risk of recurrence. Breast Cancer Treatment Guidelines https://|bcs xsrv jp/guideline/2022/y_index/ (Japanese only) (accessed November 2023)
R

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.

A=
Overview of HER2-Positive Colorectal Cancer Treatment

A (PHESGO Prescription Segment)
The segment for which Herceptin + Perjeta combination therapy is recommended in the Japanese guidelines

is HER2-positive unresectable advanced/recurrent colorectal cancer that has progressed after cancer
chemotherapy. This is expected to be replaced by PHESGO

Early colorectal cancer Advanced/recurrent colorectal cancer
o SIALLLALL surgery ] [Retapse Bl LERY Second-line
: . Adjuvant o chemotherapy

‘Diagnosise ShEmaherpy <

. . = Examination
g CRRPTRR _ Endoscopic
surgery

MSI, RAS, BRAF,

Firatding Third-line
chemotherapy chemotherapy

HER2 test

Perjeta +
Herceptin or
PHESGO

Colorectal Cancer Treatment Guidelines hitps:/fwww jsccr |p/quideline/2022/particular. himl (Japanese only) (accessed November 2023) 15
Guidelines-related updates: https:/fwvw. jscer jp/guideline/news/202203_01.html (Japanese only) (accessed November 2023) 2

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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M—

Indications/Dosage and Administration

A

[Indications]
O HER2-positive breast cancer

O Advanced or recurrent HER2-positive colorectal cancer that has progressed following cancer chemotherapy
and is not amenable to curative resection

[Dosage and administration]
< HER2-positive breast cancer >

The usual adult dosage is an initial dose of 1200 mg, 600 mg, and 30000 U of pertuzumab (genetical
recombination), trastuzumab (genetical recombination), and vorhyaluronidase alfa (genetical recombination),
respectively, administered subcutaneously over 8 minutes, followed by 600 mg, 600 mg, and 20000 U of the
second and subsequent doses over 5 minutes every 3 weeks thereafter, in combination with other
antineoplastic agents. For neoadjuvant or adjuvant therapy, the duration of treatment should be up to 12 months.

< Advanced or recurrent HER2-positive colorectal cancer that has progressed following cancer chemotherapy and
is not amenable to curative resection>

The usual adult dosage is an initial dose of 1200 mg, 600 mg, and 30000 U of pertuzumab (genetical
recombination), trastuzumab (genetical recombination), and vorhyaluronidase alfa (genetical recombination),
respectively, administered subcutaneously over 8 minutes, followed by 600 mg, 600 mg, and 20000 U of the
second and subsequent doses over 5 minutes every 3 weeks thereafter.

PHESGO combination for subcutaneous injection MA/IN, electronic package insert prepared in December 2023 {2nd Ed\tio?lj

In addition to HER2-positive breast cancer, which | 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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M—

Summary of PHESGO
A Y

1. PHESGO is a combination for subcutaneous injection consisting of pertuzumab and
trastuzumab (monoclonal antibody in Perjeta and Herceptin), the standard of care drugs for
the treatment of HER2-positive breast cancer, and voluhyaluronidase alfa, which can be
administered at fixed doses, without the need for reconstitution.

2. When the conventional intravenous formulation is administered continuously*, the duration of
administration is approximately 150 minutes for the initial dose and 60 to 150 minutes** for the
second and subsequent doses, while the duration of administration of PHESGO is at least
8 minutes for the initial dose and at least 5 minutes for the second and subsequent doses,
which is expected to improve convenience by shortening the administration time.

3. PHESGO is expected to replace the segment for which Herceptin + Perjeta combination
therapy is recommended in the Japanese guidelines

= Duration of drug administration (excluding observation, efc.)
= |f the initial dose is well-tolerated, the duration can be shortened to 30 minutes for both drugs 17

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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About Breast Cancer

20

Hayashi: Hello, everyone. | am Hayashi of Showa University, Division of Breast Surgical Oncology. Today, |
would like to talk about the clinical position of PHESGO in the treatment of HER2-positive breast cancer.

First of all, | would like to talk about breast cancer in general, from a basic point of view.
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Probability of Getting Breast Cancer during Your Lifetime

1/9 persons

Approximately 95,000 or more annually
(2016~2019)

National Cancer Center Japan, Cancer Information Service
“Cancer statistics” (National Cancer Registry) 21

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 1in 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.

Annual Change of Crude Incidence by Major Cancer Sites
(Japan, by gender, per 100,000 population)

[Men 1975-2015] [Women 1975-2015]
180+ 1804
160 4 160
140 4 140:
c c
2 1 i=l 1
T 1204 T 1204
: ] 2
2 100 2 1004
o J e 4
3 g a0
= = g ]
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40 4 404
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Summary of cancer registry/statistics: “population-based cancer registry " is a system that started in January 2016. It is a new system to aggregate, analyze, and manage data of all patients
diagnosed with cancer in Japan. Data collected from throughout Japan is put together in a national database, and the latest statistical information
obtained from analysis is published on the "Cancer Registry and Statistics™ section of the website of National Cancer Center's Center for Cancer

Control and Infermation Services (http://ganjoho jp/reg_stat/).

Prepared from the website of Center for Cancer Control and Information Services, National Cancer Center 22
hitp://gdb.ganjoho jp/graph_dbfindex Accessed in November 2023

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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Annual Report of the Japanese Breast Cancer Registry for 2017

Figure 1 Number of Japanese Breast Cancer Patients by Age
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Naoki Hayashi et al. Breast Cancer. 2020 Sep;27(5):803-809. *°

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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Invasive and Non-invasive Cancers

Lobule Skin conceptual illustration Ductal carcinoma in situ
(DCIS) conceptual illustration
Nipple mammary ductal epithelial cells
mammary duct
Mammary]| Ribs pd vessel
Mammary duct o
Gland -
tissue Glandular. Intercostal muscle
— lobe Lymphatic duct
= Pectoralis minor basement membrane
Breast cancer mainly develops
in mammary tissues (the Papilla Pectoralis major

Invasive ductal carcinoma
Thoracic pleura (IDC) conceptual illustration

mammary ductal epithelial cells

ducts, the lobules)

‘Adipose tissue
Interstitiu
m_[ Cooper's ligament
(connective tissue)

Progression of invasive cancer
may cause metastases to
axillary lymph nodes/distant
metastases
basement membrane ¥
24
Prepared from Mational Hospital Organization Shikeku Cancer Center, Total Guide to Breast Cancer Nursing, Shorin-Sha 2008

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 | 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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Relative Survival Rate in 10 Years

Relative survival rate in 10 years (Cases diagnosed in 2005 to 2008 )

20 — —

Stage I Stage II Stage II1 Stage IV All patients  Surgical cases
(n=6,597) (n=6,374)  (n=1,462) (n=675)  (n=15,197) (n=14,251)
Mote) Since the disease identification rate is not 1009, the total number of patients
cannot be calculated even if all the patients in each stage are added up. s

2¢
Prepared from the All Cancer Survival Survey of Japanese Association of Clinical Cancer Centers 2021.11.10 Updated  ~ -
hitps:/fwww.zengankyo.nee.go. i/ ebe/seizonritsu/seizonritsu201.3.html (Accessed in November 2023)

Now, if it is found at stage |, it will be almost 100% if it is stage zero non-invasive cancer, but if we look at it
over 10 years, stage | will be over 95%. Stage Il, lll, and IV are the types where the prognosis becomes worse
and worse.

What | 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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Treatment

- Local therapy - Systemic therapy
Chemotherapy

Surgery
+ Endocrine therapy

Radiotherapy
Immunotherapy

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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Four Subtypes of Breast Cancer

Hormone receptor (HR)
Positive Negative

HER2
] HR+/HER2+
Negative HR+/HER2-

Hormone receptor (HR) ER

- Estrogen receptor (ER)
- Progesterone receptor (PR)

HR-/HER2+

HR-/HER2-

(Human Epidermal

Cancer cel| | growth factor Receptor 2)

Cancer Information Service 28
https://ganjoho.jp/public/cancer/breast/treatment.html
(Accessed in November 2023)

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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Basic Treatment Concept According to the Subtype

Hormone receptor (HR)
Positive Negative

HERZ2
Anti-HER2
Positive HR+/HER2+ molecular

targeted drugs

Negative HR+/HER2-

HR-/HER2-

L 2

Hormone Anticancer
preparations agents
e =

Cancer Information Service

https: //ganjoho.jp/public/cancer/breast/treatment.html 2
(Accessed in November 2023)

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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Clinical Positioning of Herceptin + Perjeta

Herceptin + Perjeta is a drug recommended by guidelines for neoadjuvant / adjuvant
treatment and stage IV/treatment for recurrence of HER2-positive breast cancer.

neoadjuvant therapy adjuvant therapy
o —
Herceptin +
- Perjeta
Herceptin + Y
Perjeta+ Surgery ( )
Chemotherapy
Kadcyla
Perioperative o2 N,
treatment ;
adjuvant therapy
Herceptin +
— Surgery Perjeta+ He;:?it:: *
Chemotherapy ]
cQ14~
Herceptin +
bbb Perjeta+ 2"d line 3 line 4" line s
recurrence Chemotherapy

CcQz6*

30
*Japanese Breast Cancer Society: Clinical Practice Guidelines for systemic treatment of breast cancer (1) Treatmen:i, 2022 edition

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 | 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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1. Initial treatment

Clinical Practice Guidelines for
Systemic Treatment of Breast Cancer 2022 Edition

i**B s it recommended to add pertuzumab to trastuzumab in patients with HER2-positive early breast
cancer receiving neoadjuvant therapy?

Recommendation

® Adding pertuzumab to trastuzumab is strongly recommended.
Strength of recommendation: 1, strength of evidence: strong, agreement rate: 82% (31/38)

Points in recommendation

I Although there have been no studies investigating the improvement of prognosis by adding pertuzumab to neoadjuvant therapy for HER2-
positive early breast cancer, pCR rate, which is considered to be a surrogate indicator for prognosis in HER2-positive breast cancer, is
shown to be improved.

Background/Objective

HERZ2-positive breast cancer is highly sensitive to drug therapy, and improved prognosis has been demonstrated when trastuzumab is

administered as adjuvant therapy. In this CQ, the efficacy and safety of adding pertuzumab to trastuzumab in neoadjuvant therapy for HER2-
positive breast cancer were investigated.

Japanese Breast Cancer Society: Clinical Practice Guidelines for systemic treatment of breast cancer (1) Treatment, 2022 edition, Kanehara & Co., Ltd., pp105-107

Treatment is based on evidence-based guidelines, and we basically follow them. There is CQ12, clinical
guestion, 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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1. Initial treatment

Clinical Practice Guidelines for
Systemic Treatment of Breast Cancer 2022 Edition

i**B |s it recommended to add pertuzumab to trastuzumab in patients with HER2-positive early breast
cancer receiving adjuvant therapy?
Recommendation

® For patients with high risk of recurrence, adding pertuzumab to trastuzumab is strongly recommended.
Strength of recommendation: 1, strength of evidence: strong, agreement rate: 89% (34/38)

Points in recommendation
I Stratified analysis in the APHINITY study has demonstrated an improvement in invasive disease-free survival (IDFS) by adding pertuzumab
in patients with positive lymph node metastases. Adding pertuzumab to trastuzumab is a recommended treatment for patients with high

risk of recurrence, such as those with positive lymph node metastases.

Background/Objective
HERZ2-positive breast cancer is highly sensitive to drug therapy, and improved prognosis has been demonstrated when trastuzumab is

administered as adjuvant therapy [~ See Treatment Review. I11.4.b.7) (3)]. In this CQ, the efficacy and safety of adding pertuzumab to
trastuzumab in adjuvant therapy for HERZ-positive breast cancer were investigated.

w
)

Japanese Breast Cancer Society: Clinical Practice Guidelines for systemic treatment of breast cancer (1) Treatment, 2022 edition, Kanehara & Co., Ltd., pp110 -111

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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2. Metastatic/recurrent
breast cancer

Clinical Practice Guidelines for
Systemic Treatment of Breast Cancer 2022 Edition

Is trastuzumab + pertuzumab + taxane combination therapy
recommended as first-line therapy for HER2-positive metastatic/recurrent breast cancer?

Recommendation

® The combination therapy of trastuzumab + pertuzumab + docetaxel is strongly recommended.
Strength of recommendation: 1, strength of evidence: strong, agreement rate: 100% (35/35)

® The combination therapy of trastuzumab + pertuzumab + paclitaxel is weakly recommended.
Strength of recommendation: 2, strength of evidence: moderate, agreement rate: 97% (33/34)

Points in recommendation

I In first-line treatment of HER2-positive metastatic/recurrent breast cancer, docetaxel is strongly and paclitaxel is weakly recommended as
combination chemotherapy with trastuzumab and pertuzumab.

Background/Objective

In this CQ, first-line therapy for HER2-positive metastatic/recurrent breast cancer was examined.

In this guideline, "first-line therapy” for HER2-positive metastatic/recurrent breast cancer is defined as "the first treatment” after
metastasis/recurrence, regardless of the timing of recurrence.

The next line therapy is defined as "second-line therapy” [See Treatment Review. V.4.a.a-1.1)].

Factors to determine the recommended regimen for "first-line therapy (first anti-HERZ therapy after metastasis/recurrence)" include "details of

perioperative therapy" and "treatment-free interval " -

Japanese Breast Cancer Society: Clinical Practice Guidelines for systemic treatment of breast cancer (1) Treatment, 2022 edition, Kanehara & Co., Ltd., pp204 -208

Another one, this one is metastatic or recurrent breast cancer. For this group, the purpose of treatment
changes a bit. As | 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.

Clinical Positioning of Herceptin + Perjeta

adjuvant
neoadjuvant therapy
thera
i Herceptin +
Herceptin + Perjeta
Perjeta+ Surgery / e
Chemotherapy e 3
ca1z- If cancer
Perioperative Kadcyla remains
treatment . e
adjuvant therapy
%
Herceptin + "
—— Surgery Perjeta+ He;(;$'::: *
Chemotherapy : )
cQ14*
= Herceptin +
Stage IV/ Perjeta+ 2nd |ine 31 line 4" line tee
recurrence Chemotherapy

cQ26*

*Japanese Breast Cancer Saciety: Clinical Practice Guidelines for systemic treatment of breast cancer (1) Treatment, 2022 edition
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This is the table we saw previously. Thus, as | 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.

Advantages of Neoadjuvant Chemotherapy

- Downstaging
Reduce the disease stage by making the tumor smaller or eliminating any of
the lymph node metastases

- Increase in the partial resection rate

- Early evaluation of individual therapeutic effects

\ Pathologic complete response = favorable prognosis*

conceptual illustration

Neoadjuvant
chemotherapy
* Depends on breast cancer subtype
Reference: Prepared from Breast Cancer Clinical Practice Guidelines for Patients 2019 edited 35

by the Japanese Breast Cancer Society, Kanehara & Co., Ltd., 2019, page 84-85

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 | 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 | mentioned earlier, we can switch the adjuvant therapy to a drug called KADCYLA.
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Early Assessment of Individual Response (HER2-Positive Breast Cancer)

Conventional postoperative treatment

It is not tailor-made therapy

Residual tumor
Neocadjuvant

chemotherapy .

. Prognosis information

« Additional treatment information
T-DM1 for HER2 (KATHERINE)
= Improvement of prognosis

Speaker preparation

*von Minckwitz G. et al N Engl J Med 201; 380: 617-628 36
This study was supported by F. Hoffmann-La Roche and Genentech

As you can see in the picture | 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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Clinical Positioning of Herceptin + Perjeta
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*Japanese Breast Cancer Society: Clinical Practice Guidelines for systemic treatment of breast cancer (1) Treatment, 2022 edition
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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.

Clinical Positioning of Phesgo (Breast Cancer)

Phesgo can be replaced with Herceptin + Perjeta in all cases. adjuvant

neoadjuvant therapy
therapy (i ~

Phesgo

Phesgo+ g / esg
Chemotherapy urgery \\ . )
: )
\\
Perioperative _
treatment
adjuvant therapy T
— .. ™
. Phesgo+

Surgery Chemotherapy Phesgo

CE— \ J

Stage IV/ Phesgo+ o . "

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.

38
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NEOSPHERE Study (W020697)
Neoadjuvant Treatment for Early Breast Cancer: Overseas Phase |l Clinical Study

u Objective: To evaluate the efficacy of Perjeta (PER) or Herceptin (HER) in combination with docetaxel (DTX) , both drugs in combination with DTX, and anti-HER2 drugs only,
as a neoadjuvant treatment in patients with HER2-positive early breast cancer.
= Study design: A multicenter, open-label, randomized, 4- group comparison, multinational, phase |l clinical study conducted in 16 countries and 59 centers overseas

B Subjects: 417 patients with locally advanced, inflammatory, or early stage HER2 positive breast cancer (3+ by IHC or 2+ by IHC and positive by FISH/CISH; central review)
Efficacy analysis set: Intent-to-treat (ITT) population: 107 subjs in Group A, 107 subjs in Group B, 107 subjs in Group C, and 96 subjs in Group D

Safety analysis set in the neoadjuvant treatment period: 107 subjs in Group A, 107 subjs in Group B, 108 subjs in Group C, and 94 subjs in Group D. Safety analysis
set in the adjuvant treatment period: 103 subjs in Group A, 102 subjs in Group B, 94 subjs in Group C, and 88 subjs in Group D

Patients with untreated
locally advanced,
inflammatory or early stage
HER2-positive breast cancer
(n=417)

« Primary tumor size > 2 cm
« T2-4d Invasive breast
carcinoma

«ECOGPS =1

Randomized
1:1:11

Stratification factors:

+ Breast cancer classification (operable, locally advanced,
inflammatory)

+ HR expression status (ER expression or PgR expression)

—

|

oy
Group A: HER + DTX (n = 107)
« HER (8—6maglkg)

« DTX (75—100mg/m?)

Group B: PER + HER + DTX (n = 107)
« PER (840—420mg)

« HER (8—6mglkg)

« DTX (75—100mg/m2)

Surgery

Group C: PER = HER (n = 107)
- PER (840—420mg)
- HER (8—6magfkg)

Group D: PER + DTX (n = 96)
* PER (840—420mg)
= DTX (75—100mg/m?)

+ Q3W x 4 cycles in all groups

» Shown dose is 1st dose—2nd or later doses (as for DTX, if
tolerable).

e

S

+ HER (g3w x 13 cycles)

- FEC (g3w x 3 cycles)

« HER (g3w x 13 cycles)
» FEC (g3w x 3 cycles)

+ HER (g3w x 13 cycles)

el + DTX (g3w % 4 cycles)

—FEC (q3w x 3 cycles)

= HER ({g3w x 17 cycles)
* FEC (g3w x 3 cycles)

+ HER is administered for 1 year (52 weeks) including the
neoadjuvant treatment period

« After adjuvant chemotherapy, radiotherapy and endocrine
therapy are allowed

FEC, Fluorouracil 600 mg/m? + Epirubicin (EPI) 90 mg/m? + Cyclophosphamide (CPA) 600 mg/m? — administer every 3 weeks as standard adjuvant treatment; EGCO PS, Eastem Cooperative Oncology Group Performance Status;

HR, hormone recsptor, ER, estrogen receptor; PgR, progesteronc receplor, IHC,

in site

v, FISH, in situ

In this stud)

methad of Perjeta

fram the method approved In Japan. Refer o fe paokage Insert before using Perfeta
“Tha approved BO530E 30 JOMINIENSNON of Srjeka 15 “The LSS A0Ult BIESJE WNEN USEd In CIMBDINGHCA With T3Szt (qEneoal FEcOMAINGHoN 3 othar SNHCENCEr oTugE & 3 I6amng dose of 340 my of
periuzumab (genetial recombinatin) fallowes) Dy 420 mg every Ihree weekE glven by niravenous Infusion aver 60 minutes. For necadjuvant or aguvant chematherapy. however, ireatment chould De given for up
12 montheThe Infusicn time ean be shortzned 1o 35 ltfe 3& 30 minute fram th econd infusian onward If e st nfusion 15 wed olerated. * (Package Incert Verelon 2) Thesetore, he Basage and aominlstratian
Inthe PER + HER group and Ihe PER + DTX group s fH-abel use.

Data evaluated at the time of approval; Overseas phase Il clinical study <NEOSPHERE Study=

1) Gianni L, et al. Lancet Oncol. 2012; 13(1): 25-32.
2) Gianni L, et al. Lancet Oncol. 2016 17(6): 791-800.3.

Authors of literature 1, 2] includes Roche employees as well as those who were funded by Roche.

This study was supported by Roche:

| have just said that this drug, PERJETA and HERCEPTIN, is very effective, very effective, but | 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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NEOSPHERE Study
Study Summary

B Endpoints

+ Efficacy Endpoints
[Primary endpaint] Postoperative pathological complete response rate in the breast (bpCR rate, ypT0/is by TNM classification)™
[Secondary endpoints] Best overall response, response rate, time to response, breast conserving surgery rate, disease-free survival,

progression-free survival, biomarker evaluation related to efficacy

+ Safety endpoints
Adverse events, hematology tests, blood biochemistry tests, vital signs, cardiac monitoring by ECHO or MUGA [left ventricular ejection
fraction (LVEF)]

B Analysis Plan
+ The Cochran Mantel-Haenszel test was used to calculate the bpCR (ypT0/is) rate and the 2-sided hypothesis testing (20% significance
level) was performed against the null hypothesis that the bpCR rate was the same between groups for 3 pairwise comparison of
HER+DTX group vs PER+HER+DTX group, HER+DTX vs PER+HER group, PER+DTX vs PER+HER+DTX group.

+ A Simes multiplicity adjustment was applied to the individual p-values calculated to maintain the overall type | error rate at £ 20%.

+ Subgroup analyses of the bpCR [ypT0/is] rate (by HR expression status, breast cancer classification) were planned at the start of the
study.

+ Time to response, disease-free survival, and progression-free survival were estimated using the Kaplan-Meier method, and the
hazard ratio and 95% confidence interval (Cl) were estimated using a stratified? Cox proportional hazard model.

*1 bpCR [ypTWlis]: disappearance of invasive cancer in the breast (residual non-invasive cancer is acceptable) Data evaluated at the time of approval: Overseas phase Il clinical study <NEOSPHERE Study=

*2 stratification factors: breast cancer classification (operable, locally advanced, inflammatory) and HR expression status 1) Gianni L, et al. Lancet Oncol. 2012, 13(1]: 25-32
2 i 2) Gianni L, et al. Lancet Oncol. 2016; 17(6): 791-800. 40

(ER expression or PgR expression) Authors of literature 1, 2) includes Roche employees as well as those who were funded by Rache

This study was supported by Roche,

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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NEOSPHERE Study: Primary Endpoint (ITT)
bpCR rate: Intramammary Pathological Complete Response Rate [ypTO0/is]

o, bpCR rate, % (£ 95%Cl)
( o) P =0.0198 95%CI estimated by Pearsen's Clopper method
T‘j‘, 100 -
S P"=0.0141 P'=0.0030
o5 g0 ) |
§ g ’ 45.8 ‘
55 60- (36.1-55.7)
> 2 20.0 24.0
g ; 40 i (20.6_38.5) 16.8 (15.8—33.7)
E (10.3-38.5)
EE 20 1
1 I
<= O
=
HER +DTX PER+HER+DTX PER+HER  PER+DTX
(n=107) (n=107) (n=107) (n =96)

bpCR [ypT0/is]: disappearance of invasive cancer in the breast (residual non-invasive cancer is acceptable);
*p-value: Cochran Mantel-Haenszel test, multiplicity adjusted, two-sided significance level of 20%

I 1his study, the agminlstration method of Pesjets Is parially diflrent from the melhad approved In Japan. Refer ka the paskage Inserl before Lsing Perjeta )
el o 21l s The cuat l osage uhen ueed ncombinion vah achizuns genetel ecortinatar an “and other anticancer drugs i 3 loading dose o 340 mg of Data evaluated at the time of approval: Overseas phase Il ciinical study <MEOSPHERE Study=
recominabor) oW Ey 420 g e hrse Wk ghen b Iiayenas ITusion aver 5 min.fes P neoaglvant of Syt chamminerag, Nowever. Fesment s e g forup
e 31 et .3 e 3330 s o e o s oA 7 ! s 6 W lrales(Paoage et Ve 2) Thescre. i g3 iton Comnil ctel | medt Oneol 20IMIS. 502 .

Inthe pm 45:.9,«4,; g the PER + DTX group Is cfiabel u Authors of this iterature includes Roche employees as well as those who were funded by Roche.

This study was supported by Roche.

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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NEOSPHERE study (ITT: subgroup analysis)
bpCR [ypT0/is] Rate (by HR Expression Status)

1(3‘8 HR-positive patients ™ HR-negative patients
_S ® 90 A 63.2 bpCR rate, % (+ 95%CI)
E) E 80 - (49.3-75.6) 95%CI estimated by Pearson's Clopper method
22 70 36.8
38 60 - (244507) | o0 273 30.0

&> . ;
o 9 1 200 (14.6-40.3) (16.1-41.0) 17.4 (17:9:448)
E @ 40 7000550 (7.8-31.4)
EO0 30 - 5.9
© o
EE 20 A (1.2-16.2)
© .
58 10 -
= 0
HER + DTX PER + HER + DTX PER + HER PER + DTX
f 50 57 50 57

bpCR [ypT0/is]: disappearance of invasive cancer in the breast (residual non-invasive cancer is acceptable)

I Sy, e Oincroton method of Peta o parfaly dfternt o the et agproved nJagan. Rafer o e package nser o s P

approved tosage  Perfetz Is “The usual adult do53ge when used In comBination with irash:zumab (genetioal recombinstan) and ather anficanser drugs ks 3 loading dose o 340 mg of Data evaluated at the time of approval: Overseas phase Il clinical study <NEOSPHERE Study=
perizunED @mamlmmnanun] Tallowed y 420 mg ety ree eek gen Ly In/Gnous Tsion over 50 s, Fornecadlanl or inant chemaerapy, Nowerer,Veamentchoull s gher o up
10 12 marsne. The inusion ine can be shorte 30 minutes fom the cecand infon cmuard 1 he S msion e el falerates. * (Fagkage nsert Version 2) Therekare. the dosage ard adminiiratan il ot ol Lmeet Oncol 2012 801122910
In fhe FER + HER group and the PER + DTX Emp. M m,e. use. Authors of this literature includes Roche employees as well as those who were funded by Roche.

This study wias supperted by Reche

As | 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 onit. 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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NEOSPHERE Study (safety analysis set)
Common Adverse Events* (Neoadjuvant Treatment Period, All Grades/Grade23)

Group A: HER + DTX Group B: PER + HER + DTX Group C: PER + HER Group D: PER + DTX
Number of subjects (%) {n =107) (n =107) (n=108) (n = 94)
All Grades Grade 2 3 All Grades Grade = 3 All Grades Grade z 3 All Grades Grade = 3
All adverse events 105(98.1%) | 78 (72.9%) | 105(98.1%) | 67 (62.6%) | 78(72.2%) 7 (6.5%) 93(98.9%) | 66 (70.2%)

Alopecia 70 (65.4%) 1(0.9%) 68 (63.6%) 5(4.7%) 1(0.9%) 0 63 (67.0%) 4 (4.3%)
Neutropenia 67 (62.6%) | 61(57.0%)| 54(505%)| 48 (44.9%) 1 (0.9%) 1(0.9%) 59 (62.8%) | 52 (55.3%)
Nausea 30 (36.4%) 0 41 (38.3%) 0 15 (13.9%) 0 34 (36.2%) 1(1.1%)
Diarrhea 36 (33.6%) 4(3.7%) 49 (45.8%) 6 (5.6%) 30 (27.8%) 0 51(54.3%) 4 (4.3%)
Fatigue 29 (27.1%) 0 28 (26.2%) 1(0.9%) 13 (12.0%) 0 24 (25.5%) 1(1.1%)
Myalgia 24 (22 4%) 0 24 (22 4%) 0 10 (9.3%) 0 19 (20.2%) 0
Leukopenia 23(215%) | 13(12.1%) | 10(9.3%) 5 (4.7%) 0 0 12 (12.8%) 7 (7.4%)
Rash 23 (21.5%) 2 (1.9%) 28 (26.2%) 2 (1.9%) 12 (11.1%) 0 27 (28.7%) 1(1.1%)
Mucosal inflammation 23 (21.5%) 0 28 (26.2%) 2(1.9%) 3(2.8%) 0 24 (25.5%) 0
Asthenia 19 (17.8%) 0 22 (20.6%) 2 (1.9%) 3(2.8%) 0 15 (16.0%) 7 (2.1%)
Egﬂﬁ)hpea’tﬂyse”“'y 13 (12.1%) 1(0.9%) 9(8.4%) 1(0.9%) 2(1.9%) 0 10 (10.6%) 0
Vomiting 13 (12.1%) 0 14 (13.1%) 0 5 (4.6%) 0 15 (16.0%) 1(1.1%)
Headache 12 (11.2%) 0 12 (11.2%) 0 15(13.9%) 0 12 (12.8%) 0
Insomnia 12 (11.2%) 0 9 (8.4%) 0 4 (3.7%) 0 8 (8.5%) 0
Pyrexia 11 (10.3%) 0 18 (16.8%) 0 9(8.3%) 0 8 (8.5%) 0
Dysgeusia 11 (10.3%) 0 16 (15.0%) 0 5 (4.6%) 0 7 (7.4%) 0
Bone pain 11 (10.3%) 0 10 (9.3%) 1(0.9%) 0 0 4(4.3%) 0
Qedema peripheral 11 (10.3%) 0 3 (2.8%) 0 1(0.9%) 0 5(5.3%) 0
Arthralgia 9 (8.4%) 0 11 (10.3%) 0 5 (4.6%) 0 9 (9.6%) 0
Stomatitis 8 (7.5%) 0 19 (17.8%) 0 5 (4.6%) 0 9(9.6%) 0
Decreased appetite 7 (6.5%) 0 15 (14.0%) 0 2(1.9%) 0 14 (14 .9%) 0

MedDRA ver.12.1,CTCAE ver.3.0 43
Data evaluated at the time of approval: Overseas phase || clinical study <NEOSPHERE Study=

“items 10% or higher in all grades in either group

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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The Importance of Considering Time Toxicity

44

In this clinical trial, | 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, | 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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Problems with the Healthcare Situation in Japan

The impact of the long time it takes to wait for a medical consultation, to visit the hospital and
to receive treatment

® Burden on breast cancer patients
» Work
» Childcare
» Nursing care
¥ Physical exhaustion

® Burden on healthcare professionals
» Securing an outpatient chemotherapy room

» Manpower (physician, nurse, pharmacist; The amount of infusion is dependent on the
body weight = Preparation also takes a certain amount of time)

» Personnel expenses

The shorter administration time of each dose of Phesgo may contribute to improve the
quality of life of patients and the burden on medical care.

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 | 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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De-escalation for Time toxicity

o7
PHESGO® —% I/
pertuzumab/trast uzumab/hyalummdase zzxf = ¥
SUBCUTANEOUS INJECTION / b v
PERJETA® (pertuzumab) PHESGO
& Herceptin® (trastuzumab)
In the clinical study,
no major difference was seen in the amount of
@ @ medicine that went into the bloodstream with PHESGO
compared to PERJETA + Herceptin. The combined
Ist Injection Other Injections results of the study showed no major difference is

expected in how it works.

https://www.phesgo.com
Accessed in November 2023 a6

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.

Administration method of PHESGO combination for SC injection
Healthcare Professionals’ Physical Position When Giving an SC Injection

SC injection requires over 5-8 minutes, so HCPs should continue administration in the same position. Find a
comfortable position for administration in advance such as adjusting the height of the chair or the place to put the
hand, so that the shot giver can maintain the same position.

Fix the shot giver's elbow
to the reclining chair or bed )

Fix the shot giver's elbow to the knees

o 47

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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Shorter Administration Time of This Drug Than Conventional
Intravenous Infusion

Phesgo IN (pertuzumab 1,200mg. trastuzumab 600mg) (OVEr 8 min)

2 p';‘::g: ALl Shortened by approximately 4 to 4.5 hours
o
g- :edeta + . - . . . . . Observation
@ erceptin Perjeta 840mg *2 (60min) Observation*2 (60min) Herceptin 8Bmqg/kg*3 (90min) 3 (30mi
min)
& (1v) group
Phesgo MA (pertuzumab 600mg. trastuzumab 600mg) (OVEr 5 min)
= 2
& Phesgo bservation*? (15min) Shortened by approximately 2 to 2.5 hours
§ % group Herceptin 6mg/kg*? (30min)
- -
L Perjeta + Perjeta ; Observation
= Herceptin 420mg*? Oh?;';m'.m;*z =3
@ (1) group [ ENTTY min (30min)
I T T T T T T T 1
0 30 60 90 120 150 180 210 240 (min)
Time

*1- Patients’ progress should be observed after adminisiration. After it has been confirmed that there are no symptoms of an infusion reaction, the nexi drug can be adminisiered.
In clinical studies, patients were observed for 60 minutes after the initial dose, and if there were no problems such as infusion reactions and the drug was well tolerated in Cycle 2 and subseguent 48
cycles, the observation time could be shortened fo 30 minutes.

*2: If the first infusion is well tolerated, subsequent infusions may be administered over a shorter time of at least 30 minutes.

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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A Phase 3, Multicenter, Randomized, : WO40324 Trial (FeDeriCa) Global Phase Il Study

Phesgo group (n = 248)

Phesgo
AC (3 weeks x 4 cycles)
(3 weeks x 4 cycles) docetaxel

Selected by
—the attending
physician

(3 weeks x 4 cycles) N Ty
(3 weeks x 14 cycles)

Phesgo

(3 weeks x 4 cycles)
500 patients with operable or paclitaxel

locally advanced/inflammatory (Weekly x 12 cycles)

HER2-positive early breast cancer | |Randomization
(tumor size >2 cm or lymph node 1:1 Perjeta + Herceptin (IV) group (n = 252)
metastases positive, stage lI-l1IC) erjeta + Herce

(including 41 Japanese patients)

ddAC
(2 weeks x 4 cycles)

AC (3 weeks x 4 cyclaa)
(3 weeks x 4 cycles) docetaxel
(3 weeks x 4 cycles)

Surgery
Follow-up period

Stratification factor Selected by

- Hormone receptor status (ER or PgR positive or ER and PgR the attending
negative) physician

- Clinical stage at medical examination (stage I1-11lA or IB-IIC)

- Type of chemotherapy (AC + docetaxel or ddAC + paclitaxel)

ER, estrogen receptor. PgR, progesterone receplor

Perjeta + Herceptin
Perjeta + Herceptin (Sl A G

ddAC (3 weeks x 4.cycles) | L] L
(2 weeks x 4 cycles) paclitaxel

(Weekly x 12 cycles)

- If hormone Iherapy andﬂm radlumeraw were md\cated
they had to used as adjuv;
efficacy, and safety of Phesgo plus chemotherapy to those of intravenous Pericta and Herceptin [Perjeta + Herceptin (IV)] as neoadjuvant/adiuvant chemotherapy in patients with HER2-positive carly breast

[Objecti To compare the
cancer.

[Subjects] 500 patients with operable or locally advancedfinflammatory HER2-positive early breast cancer of = 2 cm in tumor size or lymph node metastases positive (stage [1-IIIC) (IHC 3+ and/or ISH positive, cenfral evaluation), 409 patients (Phesgo, 206;
Peri :

rieta + Herceptin [IV], 203) in the pharmacokinefic analysis set (PPP, Per Protocel PK), 500 patients (Phesge, 243; Perieta + Herceplin [IV], 252) in the efficacy analysis set (ITT, intent-to-lreat) and the safety analysis set
1 The type of chemotherapy during the preoperaive freatment period was selected by the attending physician

*2 In the Perjeta + Herceptin (IV) group, switching from Herceptin IV fo frastuzumab subcutaneous (SC) injection (not approved in Japan) was permmitted during the postoperative freatment period at the discretion of the attending physician in countries
wihere frastuzumab SC aﬂmw’llslrallun is roufinely used.
*3 With ddAC (d Ll ide) therapy, lony-si ling factor (G-CSF) supporting therapy was added as necessary according to the local guidelines.
*4 ddAC therapy was not specified aslhe regimen used in Japan. 1) Data evaluated at the time of approval Global phase 3 clinical study (FeDeriCa
study)
The apgroved desage and sdminsralion of Herceptn are 3 follws:
[DOAESE 2D ADMINISTRATION [svEorpiec ]'71 e Sner Reginen &, or egimen o D CaRcer UEIEIEGEg T2 Lise RegNen 1 SOVSNCer TETent GRS CaCer QUEnSGIEEsng HERG ot amentie 1 crsive 2) Tan AR, etal. Lancet Oncol. 2021; 22 (1): 8597
resection. In comoination with ofher anfineopiastic agents. R!glmen A The usial zdult dosage Is 3 kozding dase of 4 mglkg (Dody welght) oy This study was supported by F. Hoffmann-La Roche and Genentech.
‘=20 administered by Invavenaus Infusion over al least 30 minules. Regimen 5: The usual 2cull dosage Is 3 loading Cose of 3 Mg (bady Welght) Tastuzuman (genetical recombinasan) once dally and subsequent miesurbrrgkg The literature includes authors whe received funding from F. Hoffmann-La
7oy T ezt Sach scminigierea by Inravenaus Inueln cvar a1 e 5 mnates 1o et aslon 1 well Wlraied il.hiaquentlnmilms may b administersd aver 3 sharier e of atIeast 30 minute: Roche or Genentech or emplayees of F. Hoffmann-La Roche or Genenlech

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 Ill 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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Global Phase 3 Clinical Study: W0O40324 Trial (FeDeriCa Study)

Cycle 7

(Cycle 8 Predose) Pertuzumab Serum Trough Concentration (Ctrough) [Primary Endpoint, PPP]

« The geometric mean ratio (GMR) of pertuzumab Cirougn in the Phesgo group compared to that in the Perjeta + Herceptin
(IV) group was 1.22 (90% CI, 1.14-1.31). The non-inferiority of pertuzumab Cirougn in the Phesgo group that in the Perjeta +
Herceptin (IV) group was verified as the lower limit of the confidence interval exceeded the non-inferiority margin of 0.8.

Non-inferiority

margin
Perjeta + Herceptin ‘
Phesgo group I (IV) group P ;
(n =206) (n = 203) 3 MR 1 29
Mean (SD) i b
(ugimL) 93.7 (31.5) 78.5(26.8) i (90% CI: 1.14-1.31)
Geometric mean (CV%) ! ——
88.7 (33.6 724 (341 !
(ng/mL) (33.6) (34.1) ;
GMR (90% ClI) 1.22 (1.14-1.31) i
Data cutoff date at primary analysis: July 4, 2019 i
0.5 0.8

Geometric mean

1) Data evaluated at the fime of approval: Global phase 3 clinical study

The aproved dosage and acmiristaion of Herctetin are s talows:
[DOSAGE AHD AMINISTRATION] [sxCorpiad) Uze 2itne;

resecton. I conginaon wih cner2nineapasc Jants Fizgnen & The stal 20t dosage & 3 ozding dose of 4 mghg (ocdy weigt
‘220 agministered by In¥=venous Infusion over at least 30 minulss.

Ragimen 5: The usual adull dosage Is 2 loading cose of & Mgk
7o T ezt Sach scmingierea by INravenaus Inueln cvar a1 14 2 mnates. 10 el IAsn 1 well ITaled SLORequant SO ey b4 SATelars vl 3 aer e f 3t ast 3 mir ks

" REGIMEn A o Reginen 8 o teast cancer aueregresaing FETZ Lse REGHTEn 1o 0vanced o ecurent GSe. cafcer vereressing HERZ ndt SMenaie s clrahe
and

bocy weight) trzstuzumai {genetial racombinson) once dally and subsequent miesurbrrgkg

(FeDeriCa study)
2) Tan AR, etal Lancet Oncol 2021; 22 (1) 85-97
This study was supported by F. Hoffmann-La Roche and Genentech.
The literature includes authors who received funding from F. Hoffmann-La
Roche or Genentech or employees of F. Hoffmann-La Roche or Genentech

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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Global Phase 3 Clinical Study: W0O40324 Trial (FeDeriCa Study)
Total Pathologic Complete Response Rate (tpCR Rate, ypTO/is ypNO)

[Secondary endpoint, ITT]

* The tpCR rate was 59.7% (95% Cl, 53.3-65.8) in the Phesgo group and 59.5% (95% Cl, 53.2-65.6) in the Perjeta + Herceptin (IV) group, and
therefore the difference in tpCR rate between the two groups was 0.2% (95% Cl, -8.7-9.0).

0 Between-group difference: 0.2%
S ;’]) (95% CI, -8.7-9.0)

[ 1
80 | 148 subjects (59.7%) 150 subjects (59.5%)
(95% Cl, 53.3-65.8) (95% Cl: 53.2-65.6)

L 80 I

=

o

o

Q

8 40

20
0
Phesgo group (n = 248) Perjeta + Herceptin (IV) group (n = 252)
tpCR: absence of invasive lesions in the breast and axilla
Data cutoff date at primary analysis: July 4, 2019
1) Data evaluated at the fime of approval: Global phase 3 clinical study
(FeDeriCa study)

2) Tan AR, etal Lancet Oncol 2021; 22 (1) 85-97.
This study was supported by F. Hoffmann-La Roche and Genentech.
The literature includes authors who received funding from F. Hoffmann-La
Roche or Genentech or employees of F. Hoffmann-La Roche or Genentech

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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Global Phase 3 Clinical Study: W040324 Trial (FeDeriCa Study)
Common Adverse Events (= 10% in Any Group)

! e Perjeta + Herceptin ) e T Perjeta + Herceptin
Number of patients (%) (n = 248) (IV) group Number of patients (%) (n = 248) (IV) group
(n = 252) (n = 252)
All adverse events 248(100%) 251(99 6%) Mucosal inflammation 36(14.5%) 49(19.4%)
Alopecia 191(77.0%) 177(70.2%) Alanine aminotransferase increased 35(14 1%) 48(19.0%)
Nausea 146(58.9%) 152(60.3%) Dry skin 33(13.3%) 31(12.3%)
Diarrhea 145(58.5%) 139(55.2%) Cough 33(13.3%) 30(11.9%)
Anemia 84(33.9%) 103(40.9%) Injection site reaction 32(12.89%) 2(0.8%)
Asthenia 70(28.2%) 76(30.2%) Dyspepsia 31(12.5%) 26(10.3%)
Fatigue 69(27.8%) 57(22.6%) Rash 30(12.1%) 44(17.5%)
Stomatitis 62(25.0%) 60(23.8%) Pyrexia 30(12.1%) 38(15.1%)
Constipation 54(21.8%) 52(20.6%) Procedural pain 30(12.1%) 23(8.1%)
Myalgia 53(21.4%) 43(17.1%) Neuropathy peripheral 28(11.3%) 31(12.3%)
Neutropenia 52(21.0%) 64(25.4%) Epistaxis 27(10.9%) 34(13.5%)
Vomiting 48(19.4%) 45(17.9%) Aspartate aminofransferase increased 26(10.5%) I7(14.7%)
Neutrophil count decreased 42(16.9%) 50(19.8%) Dyspnoea 25(10.1%) 11(4.4%)
Dysgeusia 41(16.5%) 35(13.9%) Hot flush 19(7.7%) 26(10.3%)
Decreased appetite 40(16.1%) 46(18.3%) Leukopenia 18(7 3%) 34(13.5%)
Arthralgia 38(15.3%) 45(17.9%) White blood cell count decreased 17(6.9%) 31(12.3%)
Peripheral sensory nsuropathy 38(15.3%) 34(13.5%) Infusion-related reaction 9(3 6%) 35(13.9%)
Insomnia 37(14.9%) 28(11.1%) MedDRA ver.22.0
Headache 36(14.5%) 50(19.8%) i
1) Data evaluated at the time of approval’ Glabal phase 3 clinical study

(FeDeriCa study)
The apgroved desage 2nd sdminsralion of Herceptin are 3 follws:
[DOSAGE AND ADMINI STRATION] [sxcarpied) Use sl Regimen A or Reginren 5 for breas! cancer ausrexpressing HERZ. Use Regimen B for advanced or recunent gasiic cancar overexgressing HERZ nol smenab Io curative 2) Tan AR, etal Lancet Oncol. 2021; 22 (1) 85-87
resection. In comoination with ofner anSneopiastic agents. Regimen A The u ual adult dosage I= 3 loading dose of 4 mg/kg {body weight) rastuzumal (genetical recombination) onoe aanyaru subsequ!m doses olzlrgkg m:s awesk This study was supported by F. Hoffmann-La Roche and Genentech.

‘=ach administered by Invsvenaus Infusion over 3t lesst 30 minuiss. Regimen 5 Tne usual acull dosage I 3 loding dose of 3 mgikg (body welght) irsstuzumab aaly & mglg The literature includes authors who received funding from F. Hoffmann-La
7y 3 WeEkS, Sach AFIISIaed by IREVEGUS INEl Wit 3 5322 0 MFINUIZ. I he et TaIon 18 el 4/Brated uBBEqUSRtIFBKnE My BB ZdIBISred oved 3 shorer B of 3t (€38 30 Finutes Roche or Genentech or employees of F. Hoffmann-La Roche or Genentech

There is some data on adverse events.

As | 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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Global Phase 3 Clinical Study: WO40324 Trial (FeDeriCa Study)
Any Adverse Events Leading to Discontinuation of Investigational Drug or
Adverse Events Leading to Death

® Adverse events leading to discontinuation of any investigational drug (2 2 patients in any group)
Adverse events leading to discontinuation of any investigational drug were observed in 6.9% (17/248
patients) in the Phesgo group and 10.3% (26/252 patients) in the Perjeta + Herceptin (IV) group. Major
events were diarrhea [2 patients in the Phesgo group, 2 patients in the Perjeta + Herceptin (V) group. The
same applies hereinafter.], neutrophil count decreased (2 patients, 1 patient), pneumonitis (2 patients, 0
patient), ejection fraction decreased (1 patient, 3 patients), cardiac failure (1 patient, 2 patients), neuropathy
peripheral (0 patient, 5 patients), peripheral sensory neuropathy (0 patient, 2 patients), etc.

® Adverse events leading to death

Death due to an adverse event occurred in 1 patient (acute myocardial infarction) in the Phesgo group and 1
patient (urosepsis) in the Perjeta + Herceptin (IV) group.

1) Data evaluated at the ime of approval Glabal phase 3 clinical study
The apgroved desage 2nd sdminsralion of Herceptin are 3 follws: (- eDenCa sucy)

[DOSAGE AND ADMINI STRATION] {sxcerpiad) JEE ennar Segimen A or Regimen § for brasst cancer overexpraseing HERZ. Lse Regimen B for sdvanced or recurrant gesiic cancer overexpreseing HERZ nol amenable to cursmee | 2) 120 AR, 8t al. Lancel Oncol. 2021; 22 (1): 8597

resection. In comoination with ofner anSneopiastic agents. Regimen A The u ual adult dosage = 3 loading dose of 4 g’ kg {bady weight] rastuzumab {genetical recombination) cnce aanyaru subsequ!m doses of 2 mgkg um:e awesk This study was supported by F. Hoffmann-La Roche and Genentech.

i adminered by aveno oeon ore 3 ed 30 Ates. Ragiman T tsva ol donds I 3 oacng doce of & Mtk (body wegh) Vaseui cally Goses of § mgky The literature includes authors whe received funding from F. Hoffmann-La
7o T ezt Sach smingierea by INraVenGL INueln cvar a1 3 S Mnates. 102 el TAsIn 1 well MITaled SLOsequant 1RGNS ey LA SAiElars vl 3 harer e f at ast 3 mir ks Roche or Genentech or emplayees of F. Hoffmann-La Roche or Genenlech

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.
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Overseas phase Il clinical study: MO40628 study (PHranceSCa study) (overseas data)

Study Summary

Patients with HER2-
positive locally
advanced, inflammatory,
or early breast cancer
who underwent breast
cancer surgery after

80 subjects in Group A

Perjeta + Herceptin Phesgo

(3 weeks x 3 cycles)

Randomization
11

Crossover

P djuvant : -
therapy \?vilh Perjeta, 80 subjects in Group B
2ﬁ;°r§§fﬁ'l’r::3 Phesgo Perjeta + Herceptin

160 subjects (3 weeks x 3 cycles)

Stratification factors

+ Type of
carboplatin + taxane, or taxane only)

* Response to preoperafive therapy: pCR or non-pCR

+ Hormone receptor expression status (ER and/or PgR positive, o
ER and PgR negalive)

pCR: pathological complete response

ER, estrogen receptor; PgR, progesterone receptor

+ taxane,

Treatment crossover period

(3 weeks x 3 cycles)

(3weeks x 3 cycles)

Phesgo
137 subjects

Patient selected
Follow-up period

Perjeta + Herceptin
21 subjects

- Post-operative treatment with hormona| andior
radiation therapy was permitted

Treatment extension period

[Objectives] To evaluate patient preference and satisfaction for treatment by intravenously administering Phesgo or Perjeta and Herceptin [Perjeta + Herceptin (V)] as postoperative

therapy in patients with HER2-positive early breast cancer.

[Subjects]
Perjeta, Herceptin and chemotherapy (IHC 3+ and/or ISH positive, medical site evaluation)

160 patients with HER2-positive locally advanced, inflammatory or early breast cancer who underwent breast cancer surgery after completing neoadjuvant therapy with

Intent-to-treat (ITT) population: 160 subjs (80 subjs in Group A, 80 subjs in Group B); modified ITT (mITT): all 160 subjs who answered Patient Preference Questionnaire
(PPQ) Question 1 (80 subjs in Group A, 80 subjs in Group B); Safety Analysis Set: 160 subjs (80 subjs in Group A, 80 subjs in Group B}

*Patients who started the study at least 8 weeks after the last administration of Perjeta and Herceptin in the precperative therapy staried the administration at the inifial dose,
and patients who started within 6 weeks after the last i stared at the dose.

1) Data evaluated at the ime of approval: Overseas phase Il clinical study
(PHranceSCa study)

2) O'Shaughnessy J, et al. Eur J Cancer. 2021; 152 223-232,
This study was supported by F. Hofimann-La Roche. The literature

includes authors who received funding from F. Hoffmann-La Roche or 54

Genentech or employees of F. Hoffimann-La Roche or Genentech.

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.

Overseas phase Il clinical study: MO40628 study (PHranceSCa study) (overseas data)

Study Summary

[Endpoints]
*1 PPQ: Patient Preference Questionnaire
Question 1
Question: All things considered, which method of administration did you prepare?
Answer: SC [Phesgo], IV [Perjeta + Herceptin (IV)], No Preference

Secondary endpoints:

Primary endpoint: Patient preference for Phesgo (based on responses to PPQ Question 1°") [reference information]

The strength of preference for the method of administration preferred in PPQ Question 1 and main reasons for the preference
(PPQ Questions 2 and 3) [reference information], patient satisfaction with Phesgo and Perjeta + Herceptin (IV) (based on

responses to TASQ*2-SC and TASQ-IV Question 1) [reference information], selection rate of Phesgo for the treatment

continuation period [reference information], perception of time required for Phesgo/resource use and convenience with Phesgo

(based on HCPs’ responses to HCPQ*?) [reference information], etc. Phesgo
*2 TASQ: Therapy Adminisiration Satisfaction Questionnaire

12-item questionnaire to assess the impact of freatment on five domains: physical impact, psychelogical impact, impact on daily living, convenience, and satisfaction.
Physical impact was assessed in 3 items (Q2: experience of pain, Q3: experience of swelling, Q4: experience of redness), psychological impact was assessed in

1 item (Q3: restriction asseciated with SC injection/infusion), impact on daily living in 1 item (Q8: time losttime achieved), convenience in 2 items (Q6: convenience for
receiving SC injectionfinfusion; Q7: inconvenience for time required for SC injection/infusion), and satisfaction in 2 items (Q1: satisfaction with SC injection/infusion; Q12

desired treatment method)
*3 HCPQ: Healihcare Professional Questionnaire

A questionnaire for HCPs, consisting of questions regarding preparation of investigational product for HCPs in the dispensing room and questions related to

preparation and administration for HCPs in the treatment room
Safety endpoints: Adverse events, efc.
[Analysis plan]

of + 10%.

No formal hypothesis testing was planned for the primary or secondary endpoints.

Patient preference was assessed in all patients who answered PPQ question 1 (mITT: modified ITT).
Assuming that 70% of patients preferred Phesgo, a total of 140 patients were needed to estimate the 95%CI with an accuracy

1) Data evaluated at the fime of approval: Overseas phase |l clinical study

(PHranceSCa study)
2) O'Shaughnessy J. ef al. Eur J Cancer. 2021, 152 223-232
This study was supported by F. Hoffmann-La Roche. The literature

includes authors who received funding from F. Hoffmann-La Roche or 55

Genentech or employees of F. Hoffmann-La Roche or Genentech

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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Overseas phase Il clinical study: MO40628 study (PHranceSCa study) (overseas data)
Patient Preference for Phesgo (based on responses to PPQ Question 1)

[reference information, primary endpoint, mIiTT]

85.0% of patients (95%CI: 78.5 - 90.2) preferred Phesgo, and 13.8% of patients preferred Perjeta + Herceptin (V).

Number of subjects (%)

Group A (n =80)
Perjeta + Herceptin (IV) —
Phesgo

Group B (n = 80)
Phesgo —
Perjeta + Herceptin (IV)

All patients
(n=160)

Phesgo 70 (87.5%) 66 (82.5%) 136 (85.0%)
Perjeta + Herceptin (IV) 10 (12.5%) 12 (15.0%) 22 (13.8%)
No particular preference 0 2 ( 2.5%) 2( 1.3%)
85.0%
Phesgo (n = 136/160)
Perjeta + Herceptin (IV) (n = 22/160)
m No particular preference (n = 2/160)
13.8%
L 1.3%

1 PPQ: Patient Preference Questionnaire 1) Data evaluated at the time of approval: Overseas phase Il clinical study
Question 1 (PHranceSCa study)
Question: All things considered, which method of administration did you prepare? 2) O'Shaughnessy J, et al. Eur J Cancer. 2021; 152: 223-232
Answer. SC [Phesgo], IV [Perjeta + Herceptin (IV)], No Preference This siudy was supporied by F. Hoffmann-La Roche. The literature

E 5 includes authors who received funding from F. Hoffmann-La Roche or 56
Data cutoff date for primary analysis: February 24, 2020 Genentech or employees of F. Hoffimann-La Roche or Genentech

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.

Overseas phase Il clinical study: MO40628 study (PHranceSCa study) (overseas data)
HCPs’ Perception for Time Required for Phesgo/Resource Use and Convenience by Using Phesgo
(based on HCPs’ responses to HCPQ) [reference information, secondary endpoints, ITT]

Time required for Phesgo

The median duration of preparation for administration in each cycle was 5 minutes for Phesgo and 15 to 20 minutes for Perjeta + Herceptin (V). The
median duration of administration in each cycle was 7 to 8 minutes for Phesgo and 60 to 150 minutes for Perjeta + Herceptin (IV). The median total time
that a patient spent in the treatment room per cycle ranged from 33 to 50 mins with Phesgo and 130 to 300 mins with Perjeta + Herceptin (IV).

HCPs’ perception for resource use and convenience by using Phesgo

. Group A (n =80 Group B (n = 80 All patients
Number of subjects (%) Perjeta + Herc’;pﬁs'l (v) —’» Phesgo Phesgo — Pe§eia‘+ Herc'eptin (V) (np= 160)
HCPQ Dispensing Room Question 4: Which dosing regimen was the least resource required for drug preparation, nursing hours, facility cosls, equipment, efc.? 7
Phesgo 75 (93.8%) 64 (80.0%) 138 (86.9%)
Perjeta + Herceptin (V) 0 0 0
Neither 0 4 ( 5.0%) 4 ((2.5%)
No Answer 5 ( 6.3%) 12 (15.0%) 17 (10.6%)
HCPQ Treatment Room Question 3 Which dosing regimen was most convenient for patients? 2
Phesgo 70 (88.6%) 68 (85.0%) 138 (86.8%)
Perjeta + Herceptin (IV) 5 ( 6.3%) 1( 1.3%) 6 ( 3.8%)
Neither 2 ( 25%) 4 ( 5.0%) 6 ( 3.8%)
‘I don't know” 0 6 ( 7.5%) 6 ( 3.8%)
No Answer 2 ( 25%) 1( 1.3%) 3(1.9%)
HCPQ Treatment Room Question 6. Which dosing regimen was the least resource required for dosing such as nursing hours, facility cests, equipment? 2
Phesgo 66 (83.5%) 71 (88.8%) 137 (86.2%)
Perjeta + Herceptin (V) 0 1( 1.3%) 1 ( 0.6%)
Neither 11 (13.9%) 7( 8.8%) 18 (11.3%)
‘I don't know” 0 0 0
No Answer 2 ( 2.5%) 1(1.3%) 3 (1.9%)

*1180 HCPs campleted the questionnaire (50 nurses, 84 phamacists, 23 phamacy assistants, 3 others)
*2 158 HCPs compieted the questionnaira (156 rursas, 3 oncologists)
Data cutcff date for primary anaiysis: February 24, 2020

1) Data evaluated at the fime of approval: Overseas phase |l clinical study
(PHranceSCa study)

2) O'Shaughnessy J._ ef al. Eur J Cancer. 2021, 152 223.332
This study was supported by F. Hoffmann-La Roche. The literature
includes authors who received funding from F. Hoffimann-La Roche or 57
Genentech or employees of F. Hoffmann-La Roche or Genentech

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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Overseas phase Il clinical study: MO40628 study (PHranceSCa study) (overseas data)

Safety Summary of the Treatment Crossover Period

The adverse events were observed during the treatment crossover period as follows: Group A at Perjeta + Herceptin (IV) treatment
(Cycles 1-3) 77.5% (62/80 patients), Group A at Phesgo treatment (Cycles 4-6) 72.5% (58/80 patients), Group B at Phesgo treatment

(Cycles 1-3) 77.5% (62/80 patients), and Group B at Perjeta + Herceptin (1V) (Cycle 4-6) 63.8% (51/80 patients).

Group A (n = 80) Group B (n = 80)
Perjeta + Herceptin (IV) — Phesgo Phesgo — Perjeta + Herceptin (V)
Number of subjects (%) At the time of Perjeta At the time of At the time of At the time of Perjeta
+ Herceptin (IV) Phesgo Phesgo + Herceptin (IV)
administration administration administration administration
Cycles 1-3 Cycles 4-6 Cycles 1-3 Cycles 4-6
Number of subjects who experienced 62 (77.5%) 58 (72.5%) 62 (77.5%) 51 (63.8%)
adverse events
Grade 2 3 adverse events 2( 2.5%) 1( 1.3%) 3( 3.8%) 4 ( 5.0%)
Serious Adverse Events 1( 1.3%) 1( 1.3%) 1( 1.3%) 5( 6.3%)
Advers_e evems I_eadlng to discontinuation 0 1( 1.3%) 0 0
of any investigational product
AEs leading to death 0 0 0 0

CTCAE ver4.0

1) Dala evaluated at the time of approval: Overseas phase Il clinical study

(PHranceSCa study)

2) O'shaughnessy J, et al. Eur J Cancer. 2021; 152: 223-232.
This study was supporied by F. Hoffmann-La Roche. The literature .
includes authors who received funding from F. Hoffmann-La Roche or 58
Genentech or employees of F. Hoffmann-La Roche or Genentech.

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.

Problems with the Healthcare Situation in Japan

The impact of the long time it takes to wait for a medical consultation, to visit the hospital and

to receive treatment

@ Burden on breast cancer patients

» Work

» Childcare

» Nursing care

» Physical exhaustion

@ Burden on healthcare professionals
» Securing an outpatient chemotherapy room
» Manpower (doctor, nurse, pharmacist; The amount of infusion is dependent on the body

weight = Preparation also takes a certain amount of time)

» Personnel expenses

The shorter administration time of each dose of Phesgo may contribute to improve the
quality of life of patients and the burden of the medical care.

To repeat what | 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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Take-home Message
Patients with early cancer can maintain QOL while aiming at cure

Patients with metastasis/recurrence can maintain QOL while
aiming at a high therapeutic effects

Shorter administration time per dose with Phesgo may contribute
to improving patients’ QOL as well as
reducing the burden of medical care.

However, it is important to select the optimal dosage form
individually according to the patient's condition and wishes, etc.

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. | 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, | don't know if we can call this
a combination drug or not, but | think there was a rule of one plus one to be 1.8 in the process of deciding the
price. First of all, | would like to know about the process of determining this price.

Naturally, with the release of this PHESGO, | 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, | 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 | 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 | mentioned earlier in the first picture, | changed all the PERJETA and HERCEPTIN
to yellow PHESGO in the picture, but theoretically | 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 | 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 | say as soon as possible, |
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, |
think it will take a few months to change everything out of the blue, because there is still some familiarity, but
| 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.

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

| 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]: | 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, | think there are many such people, and although | do not have such detailed data, | think that is probably

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

| 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 | 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 | 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. | have two questions. First, | 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 | 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. | explained such a reason to the health authorities, and they agreed with
my explanation.

Hashiguchi [Q]: Generally, with other drugs in other disease areas, | think that if you use the same doses as in
the overseas Phase lll trials for Japanese patients, sometimes the doses are too high. | 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, | 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.

| 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]: | 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]: | think the benefits are great.

Yamaguchi [Q]: | 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]: | see. | 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]: | 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.

| listened to your presentation today, and | recognized that it is just a phenomenal reduction in the
administration period. | am afraid | am confirming a basic point, but am | 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. | think that is the most significant key point. This is a molecular-targeted drug, which
is a bit different from ordinary cytotoxic drugs, so | 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 | 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 |
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]: | see. | 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. | 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, | think we should use it in all cases. | would like to ask
how many patients are not using it due to patient's intention or other reasons.

If there are such patients, | 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]: | see. Thank you. | 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 | 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]: | 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
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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.
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ALL EXPRESS OR IMPLIED WARRANTIES, INCLUDING, BUT NOT LIMITED TO, ANY WARRANTIES OF
MERCHANTABILITY OR FITNESS FOR A PARTICULAR PURPOSE OR USE, FREEDOM FROM BUGS, SOFTWARE
ERRORS OR DEFECTS, AND ACCURACY, COMPLETENESS, AND NON-INFRINGEMENT.
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reproduced or distributed in any form by any means, or stored in a database or retrieval system, without the
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