














How:Dupixentaworksiintbronchialiastshma)

Dupixent® improves airflow so stimuli are less likely to cause attacks and coughing.
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Dupixent-worksiagainstinasal

\WWholcaniuseDupixent: 2

symptoms; too

@ The path of air is called the "airway" and

N Upper is divided into the "upper airway" and the
> Y airway "lower airway" (left figure).
@ Asthma that occurs in the "lower airway"

Lower and nasal symptoms that occur in the

airway "upper airway” both occur due to airway
inflammation. Nasal symptoms may
worsen asthma.

@ Because Dupixent® is effective in inhibiting
airway inflammation, it is expected to be
effective not only for asthma but also for
nasal symptoms.

VY Expected effects of Dupixent® against nasal symptoms

Nasal polyp
@® Makes nasal polyps smaller e

A protruding growth that forms when ‘ '
the inner walls of the nasal cavity
become swollen with inflammation

and hang down. Can cause nasal
congestion, etc.

@ Improves nasal congestion

@ Improves loss of smell

@ Improves nasal discharge / \ / \
= ‘ >
[ )N

Dupixent® may be right for you if the following apply.

Your daily treatment is:

Moderate- to high-dose  Other long-term

inhaled corticosteroid control medications
(long-acting beta 2 stimulator,

% I leukotriene receptor antagonist, etc.)

You still have problems even if you are following treatment correctly.

Y You cannot control your asthma




WhatthappensinitreatmentwithiDupixent:?

\Whatishoulddiderapoutitheimedicine

Y)Y The first time you use Dupixent®, you will need to inject 2
doses at once. After that, you will only have to inject one
dose every 2 weeks.

First day After After After After
of treatment 2 weeks 4 weeks 6 weeks 8 weeks

S A A A A
i J7 P FF 7

Dupixent” is a "long-term control medication" that is used
continuously to achieve good control of asthma. It can be
administered without interruption even when you are feeling
poorly, such as during an asthma attack.

Y)Y Inject into upper arm, abdomen, thigh, etc.

External upper arm

Abdomen other than around the navel

Avoid 5 cm around navel
when injecting.

*For self-injection, use abdomen (except for around navel) or thigh.

[lamialready takingy,

Continue the long-term control
medication you have been taking
thus far, and add treatment with
Dupixent®.

Dupixent® is not a

rescue medication (reliever).
Follow your doctor's instructions
when you have an asthma attack.

If you have been taking oral steroids
5 x for a long time, do not suddenly stop
S5 taking them at your own discretion.
# ® If you need to reduce the dose,
consult your doctor.

-

Be sure to consult your doctor

if your asthma worsens or there is
a change in your condition after
you start treatment with Dupixent®.




Whatiaolneed toawatchroutiorsaunngatreatments:

VY The main side effect of Dupixent® is "injection-site reactions".

( N\

What is an

"injection-site reaction"?
This is a reaction in which pain, redness,
swelling, itching, or bleeding occurs in

the part you injected (arm, abdomen,
thigh).

<< Injection-site reactions that >>
tend to occur with Dupixent® are as follows

* Reddening
« Swelling

If symptoms like redness, swelling, or itching (injection-site reactions)
occur in the part you injected with Dupixent®, tell your doctor, nurse, or
pharmacist immediately.

(1)

In rare cases, the following symptoms may occur.
If this happens, consult your regular doctor immediately.

Symptoms due to anaphylactic reaction

This is a hypersensitivity reaction that generally occurs immediately
after administration of medication.

It has the following symptoms.

@ Dizziness, lightheadedness, %
dizziness on standing up,
lassitude, decreased
consciousness, etc.

@ Respiratory distress, wheezing
when you breathe, etc.

@® Abdominal pain, nausea,
vomiting, etc.

@ ltching, redness, swelling of skin,
systemic rash, etc.

@ Swollen lips or tongue, etc.

Japanese Society of Allergology: Anaphylaxis Guidelines (1st Edition), Medical Review Co., Ltd., 2014, p. 11

Symptoms due to increase in eosinophil count

Dupixent® may cause a temporary increase in blood eosinophil
count in some patients. A slight increase in eosinophil count alone
is not usually associated with symptoms, but the following
symptoms may occasionally occur:

@ Rash, swelling, etc.

@ Cough, fever, lassitude, shortness
of breath, respiratory distress,
wheezing when you breathe,
bloody sputum (phlegm mixed with blood), etc.

@ Palpitations, difficulty breathing, etc. ﬁ
@® Hand and foot numbness, ~
paralysis (difficulty moving), etc. ¥



“SelfinjectionisipossiblewithDupixent .

Dupixent® gives you 2 options:
you can choose to receive it at
hospital every 2 weeks or take
it home and inject it yourself
(self-injection).

Self-injection can save you time
and reduce your burden of hospital
visits; the following patients will find

Support tool for self-injection

Dupixent® is equipped with a support tool that helps you inject it
with peace of mind. You can also get information on how to use it
and the high-cost medical care benefit system on the website for
patients or Dupixent” Consultation Office () See the back cover).

Dupixent® starter kit

it easier to continue treatment.

Self-injection How to use
Guidebook Dupixent®

@ If you have experienced any of these, consult your doctor

Treatment Preparation Mat

Diary

P You have to take a day off when you have to see a doctor
P You planned to go on a trip during a long holiday, but the
schedule conflicted with a hospital visit

P Visiting a hospital is not easy because it is very far
» When there is an epidemic outbreak of an infectious Cooling bag
disease, you want to stay home as far as possible etc. for injection

Bag with cold
retaining function to
carry the medication

Pocket card for
patients with allergic

T diseases other
How to start self-injection than asthma

*Hospital visit frequency depends on asthma control status. Consult with your doctor when
making office visit appointments.

First, get instructions from the doctor or nurse about self-injection gfte_r Statr@E‘”g :re;tt“;e”t "‘gth

. ® . . upixent , cut o e cara on
of Dupixent apd practice at the h.o§p|tal. When the doctor or the right-side and fill out the
nurse has confirmed that you can inject yourself properly, they necessary information. Then,
allow you to start self-injection. show the card to your allergy

doctor.

1)

Disposal bag Email service to inform

Bag to dispose
of used injectors  Informs you of

you of injection date

injection date by
email

V¥ Cut along the dotted line.

To doctor treating the patient’s
allergic condition other than asthma

This patient or his/her family member just started
Dupixent® for treatment of asthma. Dupixent® is a
monoclonal antibody agent that inhibits the binding of
IL-4 and IL-13 to receptors. Treatment with Dupixent®
may affect symptoms of allergic diseases other than
asthma. Please advise your patient or his/her family
not to reduce or discontinue any medications, including
those for allergic conditions, based on their own
discretion.

D



Precautionsiorrallergiciconditions

other thantasthma

learnfabout:Dupixent: ‘through
thelVideos

Dupixent” can cause changes in the symptoms of allergic conditions
other than asthma. If you are seeing another doctor about some other
allergic condition, you need to keep both doctors informed about your

Videos and websites shown here help you to use Dupixent®

properly. Scan the QR codes below using your smartphone to
watch videos or access websites.

treatment from the time you start taking Dupixent”® until after you stop.
Be sure to tell your asthma doctor if you have allergic diseases other
than asthma (atopic dermatitis, chronic sinusitis, allergic rhinitis,
urticaria, etc.). Also, tell the doctor treating you for the other allergic
condition that you are using Dupixent®.

Don’t reduce or stop medication for atopic dermatitis, chronic sinusitis,
allergic rhinitis, or urticaria at your own discretion. Be sure to follow 33 i
your doctor’s instructions. ;.

To doctor treating the patient’s

Y
REONUFEEEZTZHIVTRTENDN>TVET E . Ei .
To asthma doctor
allergic diseases other than asthma

2. How to perform self-injection /
e N
‘g’ I : . o [») Yi;wir;gstime:

Other allergic drugs Treatment
such as drugs for with Dupixent®
atopic dermatitis

H ®
1. How Dupixent” works / ek e

p N information
(Only available in Japanese)

© Viewingtime: @ Viewing time:
2mé4s 5m58s

Patients starting treatment with Dupixent®

V¥ Cut along the dotted line.
""""""""""""""""""" Pocket card for © Veving tme:
To patient who has been treated for allergic patients with allergic *Only available n Japanese
diseases other than asthma and his/her family diseases other gl
Please show the back side of this card to your allergy doctor. ; than asthma e —————— EII
Start date of Dupixent® : / / E After starting treatment with *Only available in Japanese

Dupixent”, cut off the card on
the left side and fill out the

i i necessary information. Then,
Doctor-in-charge: | show the card to your allergy
Hospital contact: !

On Dupixent® treatment !

® For patients using % EiEE
syringe-type Dupixent” :

Hospital:

doctor.




Medicaliexpensesiandihealthiinsurance

-
VY Image of medical insurance system
Pays insurance premium Pays copayment
I I Issues health 4k Medical a 1
insurance card  patient examination
(Insured person/dependents)
Billing
Insurer Medical institution
(health insurance you are enrolled in) i (hospitals, clinics, and
Payment of medical fees  health insurance pharmacies)
N\
e
VY Copayment ratio for medical expenses*
30% copayment
& ) Active duty level income earner
= & Y
5 o 20% S0
20% 0% cope)MmEnT copayment: Meopaymentis
COPENMENE General/low-income people
0 6 years old 70yearsold 75 years old
Yglacll' S (Prior to compulsory education)

*Some municipalities have their own medical subsidy system.
**Some people aged 75 years or older are to pay 20%.

&
(
VY Approximate cost of Dupixent”
For the latest costs involved, please ask at your hospital.
You can also check it on the following website
(Only available in Japanese).
Approximate [=]: 74 [E]
cost of Dupixent” T
[=]5
N

Medicallinsurance system

In Japan, everyone is required to enroll in public health insurance
(universal health insurance system).

This system bears a part of the medical expenses when medical
insurance subscribers and their family members (dependents) need
medical care. The type of public medical insurance that you have to
enroll in varies depending on your job type, age, etc.

( )

Y Public medical insurance

® Union-Managed Health Insurance (Health Insurance Union)
@ Japan Health Insurance Association (Kempo Association)
® Seamen's Insurance

@ Mutual Aid Association

@ National Health Insurance

@ National Health Insurance Union

@ Medical system for the elderly aged 75 or over
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ARPREEE 3348 00004 00 008
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& & H B 0000£ 008 00H
ERRIEEAE 00004 00H 00H

&

REREPFRTEM T 000-0000 OOOOOOOO
RREHES 00000000
®igERIE  OO0000000

\ S

Various procedures and contact information differ depending
on the medical insurance.
Please check with the insurer indicated

on your health insurance card.
& J
*In this brochure, “medical insurance" refers to public medical insurance.

23)




High=costtmedicalicarelbenefitisystem

V) System of high-cost medical care benefit system VY System for “multiple applications”

In this system, if the amount to be paid at the payment counter of a medical If you need to continuously receive expensive medical care, there is a system
institution (copayment amount) exceeds a certain amount in a month (1st by which the upper limit of your out-of-pocket expenses (“ceiling amount”) can
to last day of the month), the copayment can be reduced to a certain be further reduced.

amount (ceiling amount). If you have received 3 or more applications of the high-cost medical care

benefit system within the past 12 months (referred to as "multiple
applications"), the ceiling amount for the 4th and subsequent months will be
further reduced.

When medical expenses in a month (100%)
have totaled 1 million yen

If you are 69 years old or younger and have application category "D"
(For more information, see page 26)

Your copayment

will be reduced by

this amount

242,400 yen

Actual amount to
:I be borne

57,600 yen

24 ®

1st to 3rd 4th and
subsequent doses
(Multiple applications)

Actual

amount to
:| be borne

44,400 yen




HIghECOoStIMEdiCalicare nENETLISYS

VY Ceiling amount (monthly)

)

The ceiling amount for your monthly out-of-pocket expenses depends on your

age and household income.

*Please contact your health insurance payer (health insurance union, etc.) to determine which coverage

category you have.

Ceiling for people aged 69 years or under

Application category
Approximate income

Maximum amount per

month (per household)

Multiple
applications

A Annual income > 11.6 million yen
Health insurance:
Standard monthly remuneration
830,000 yen or more
National Health Insurance:
Former proviso income
Over 9.01 million yen

B Annual income approximately
7.7 million to 11.6 million yen
Health insurance:
Standard monthly remuneration
530,000 to 790,000 yen
National Health Insurance:
Former proviso income
6 million to 9.01 million yen

C Annual income approximately
3.7 million to 7.7 million yen
Health insurance:
Standard monthly remuneration
280,000 to 500,000 yen
National Health Insurance:
Former proviso income
2.1 million to 6 million yen
Annual income up to approximately
D 3.7 million yen
Health insurance:
Standard monthly remuneration
260,000 yen or less
National Health Insurance:
Former proviso income
2.1 million yen or less

E Person exempted from
residence tax

252,600 yen +
(Medical expenses -
842,000 yen) X 1%

167,400 yen +
(Medical expenses -
558,000 yen) X 1%

80,100 yen +
(Medical expenses -
267,000 yen) X 1%

57,600 yen

35,400 yen

140,100 yen

93,000 yen

44,400 yen

44,400 yen

24,600 yen

mE(ceingamount)

For details of the contents and procedures of
the high-cost medical care benefit system,
please check with the insurer indicted on

your health insurance card (Health Insurance
Union, Japan Health Insurance Association,
etc. [If you are subscribed to the National

Health Insurance, municipality]).

Application category

]9A8] J3U.ies SWodUl SAIDY

|eJsusn

2]9 ‘Xe] aduaplIsal

wouy uondwaxgy

Approximate income

I Annual income > 11.6 million yen
Standard monthly remuneration:
830,000 yen or more
Taxable income of 6.9 million yen or more

=

Annual income approximately

7.7 million to 11.6 million yen
Standard monthly remuneration:
530,000 yen or more

Taxable income of 3.8 million yen or more

—

Annual income approximately

3.7 million to 7.7 million yen
Standard monthly remuneration:
280,000 yen or more

Taxable income of 1.45 million yen or more

Annual income: 1.56 million to
approximately 3.7 million yen

Standard monthly remuneration:
260,000 yen or less

Taxable income of less than 1.45 million yen

I Households exempted from
residence tax

I Households exempted from
residence tax
(Pension income < 800,000 yen)

OOREERRER
HARREETE

WRRE G2 000 FHS 0000
E &

OO0 (afRIsE)

00 OO #

Maximum amount per month

(per household)

In case of outpatient
only (individual)

252,600 yen +
(Medical expenses -
842,000 yen) X 1%

167,400 yen +
(Medical expenses -
558,000 yen) X 1%

80,100 yen +
(Medical expenses -
267,000 yen) X 1%

18,000 yen 57,600 yen
( Annual cap
144,000 yen
8,000 yen 24,600 yen
15,000 yen

XA18 0000£ 007 008

& % A B 0000£ 00F 008
BIEMEFEAB 00004 00A 008

RERERRTEML  T000-0000 OOOOO000

Multiple
applications

140,100 yen

93,000 yen

44,400 yen

44,400 yen

Not
applicable



High=costimedicalicare benefitisystem (medicallexXpenses coveread)

» Medical expenses covered by the high-cost medical care benefit
system

Even if the ceiling amount is not exceeded by copayments (including out-of-
hospital prescription fees) at one medical institution, etc., they can be combined
with copayments made in the same month at another medical institution, etc. (If
the patient is 69 years old or younger, they need to equal or exceed 21,000 yen).
If the total amount exceeds the ceiling amount, the high-cost medical care benefit
system will apply.

If combined

Receiving outpatient treatment with Dupixent®

Received outpatient Received outpatient Received outpatient Received outpatient
treatment at treatment in the treatment at a treatment in the
different medical dental department medical department dental department
departments of the of the same of a different of a different

same hospital hospital hospital hospital

Canbe Canbe Canbe Canbe Canbe Canbe  Canbe Can be
combined combined combinedifthe o e combinedifthe o pinaq combinedifthe o pinag

monthly monthly monthly

payment is payment is payment is

21,000 yen or 21,000 yen or 21,000 yen or

more each for more for each more for each

medical or hospital hospital

enta
department

The amounts of copayments for patients aged 69 years or younger will be added up separately for each

medical institution, medical/dental department, and inpatient/outpatient treatment. J

Please see here for details about the system.

Ministry of Health, Labour and Welfare
"For Patients Using the High-Cost Medical Care Benefit System"
https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/iryouhoken/juuyou/kougakuiryou/index.html

2¢)

VY Total for household

You can apply by adding up the amounts of copayments for family members
who have the same medical insurance (same household).

( )

Example of calculation of reimbursement
If you are 69 years old or younger and have
application category "D" (See page 26)

Amount of 45,000 yen
‘@. co-payment = (Medical expenses +
per month drug expenses = 150,000 yen)

Amount of
. 24,000 yen
Child ::no E:r‘rg%]gﬁtaﬁda s = (Medical expenses +

father's copayment drug expenses = 80,000 yen)

45,000 yen + 24,000 yen

When copayments for father and  _
child are added up = 69,000 yen

If the medical expenses of father and 150,000 yen +
child (medical expenses + 80,000 yen = 230,000 yen

drug expenses) are combined
The ceiling amount for copayments for this household is
57,600 yen

Amount of reimbursement = Amount of copayments made at
payment counter - Ceiling amount
11,400 yen = 69,000 yen - 57,600 yen

& J

For both the insured and family members, there is a limit to the combined medical
expenses for patients aged 69 or younger.

(Can be combined only when the monthly amount of copayments (30%) for 1
medical institution is 21,000 yen or more. Medical expenses for medical institutions
at which the amount of copayments totals less than 21,000 yen cannot be
combined.)

*If you are 70 years old or older, you can combine your copayments regardless of the amount.

29)



HIgh=costimedicalicarerbenertisyste

VY How to apply for the high-cost medical care benefit system

Ask your insurer to issue a "Eligibility Certificate for
Ceiling-Amount Application" in advance and present it

at the payment counter of the medical institution or
pharmacy at the time of your visit.

® \When the "Eligibility Certificate for Ceiling-Amount Application” is presented at the
payment counter, the amount of copayment paid at the payment counter can be
reduced to the ceiling amount (Refer to pages 26-27).

® You must apply to the insurer (health insurance union in which you are enrolled,
etc.) in advance for the "Eligibility Certificate for Ceiling-Amount Application".
Please contact the number printed on your health insurance card as soon as
possible because the procedures and the period until delivery vary depending on
the insurer.

® For people 70 years or older with an application category of "Active income
earner level lllI" or "General" (See page 27), it is not necessary to present the
"Eligibility Certificate for Ceiling-Amount Application". Therefore, you do not need
to receive a "Eligibility Certificate for Ceiling-Amount Application" in advance.

If the "Eligibility Certificate for Ceiling-Amount Application”
cannot be presented at the time of the medical examination,

you will apply for the refund for the amount paid in excess of the
ceiling amount after the usual medical expenses (10 to 30%) are paid.

®If the "Eligibility Certificate for Ceiling-Amount Application" cannot be presented at
the payment counter, the usual medical expenses (10 to 30%) need to be paid
once.

® At a later date, the you must follow the procedure for claiming reimbursement for
the amount of money paid in excess of the ceiling amount to the health insurance
union, etc. in which you are enrolled. At that time, you may be asked to attach
receipts received at hospitals, etc., so keep them in a safe place.

® The application period for reimbursement of high-cost medical expenses will
be 2 years from the month following the month in which you received medical
care.

(NOWItOrappLY):

» If you receive a drug at
a dispensing pharmacy

If you receive a drug at a dispensing pharmacy, you need to

follow the procedure for reimbursement at a later date even
if you have an "Eligibility Certificate for Ceiling-Amount Application."

@ If you receive your medicine at a dispensing pharmacy, you can apply for the
high-cost medical care benefit system by adding up the amount paid at the
hospital and the pharmacy. However, hospital and pharmacy payments are not
automatically combined, and you will have to pay up to the maximum copayment
amount at both the hospital and pharmacy.

® At a later date, the patient can receive reimbursement for amounts paid in excess
of the upper limit by following the procedure of the health insurance union, etc. in
which he is enrolled.

If you are 69 years old or younger, the application
category is "D", and the ceiling amount for your
copayments for the month is 57,600 yen

Amount of payment
at the payment
counter

Amount of payment
at the hospital 5,000 yen

RN S— Paid maximum amount of
at the pharmacy | 57,600 yen << 57,600 yen because the ceiling
amount was reached.

Total payment
for the 62,600 yen

current month
Since the total amount for the same

Amount of month exceeded 57,600 yen, you
reimbursement 5.000 yen < will be reimbursed for the difference
of 5,000 yen.




I Proceduressionusingithehigh=costimedaicalicareloenelitisystem

o Before visit

Contact the insurer indicated on your health insurance card (See
page 23) and tell them that you want to use the high-cost medical

care benefit system, check the following points, and follow the
procedure for receiving a "Eligibility Certificate for Ceiling-Amount

Application”.*

™ Check with insurer

Example of entry

e After visit

In the following cases, you might have paid medical expenses
beyond the monthly ceiling amount at the hospital. By applying to

your insurer, you can be reimbursed for any expenses you have

paid that exceed the ceiling amoun

t.

O Application category and | Ceiling amount: )rlr;egéth
monthly ceiling amount [In the case of 4th and subsequent yen/
=) Pages 26-27 times (multiple applications): month]

[J Presence or absence of (Yes/No)

"additional benefit"
=) Page 34 If yes: (maximum: yen/month)

O Application method for
"Eligibility Certificate for
Ceiling-Amount Application”
=) Page 30

the time of application

(

Items to be attached and presented at

O Period until the "Eligibility
Certificate for Ceiling-
Amount Application" arrives

) At the time of visit

¥

Present the “Eligibility Certificate for Ceiling-Amount Application” at

the payment counter of the medical institution, etc. with your health

insurance card.*

Patients aged
Q D
69 years or younger
® Copayments were 21,000 yen or
more at each of several medical

institutions during the same month.
=) Page 28

® A family member enrolled in the
same health insurance (same
household) had copayments of
at least 21,000 yen per month
=) Page 29

@ "Eligibility Certificate for Ceiling-
Amount Application" was not
presented at the payment counter
=) Page 30

® You received a drug at a
dispensing pharmacy

=) Page 31

.ﬁ, Patients aged
70 years or older

©® Copayments were made at each
of several medical institutions
during the same month.
=) Page 28

® A family member enrolled in the
same health insurance (same
household) had copayments
=) Page 29

@ "Eligibility Certificate for Ceiling-
Amount Application" was not
presented at the payment counter*
=) Page 30

® You received a drug at a
dispensing pharmacy
=) Page 31

* For people 70 years or older with an application category of

Active income earner level lllI" or "General",

it is not necessary to present the "Eligibility Certificate for Ceiling-Amount Application" at the payment counter.

(53]




I Othersystemsitoreduceryourrmedicaliexpensesuraen

»» Additional benefit system (unique system of health insurance
union, etc.)

The high-cost medical care benefit system is a system established by the
government, but depending on your medical insurance (insurer), you may
receive a medical expense subsidy that is more than the amount specified by
the government as a unique "additional benefit’, and your ceiling amount may
be set even lower.

Not all insurers use this system. For details, please contact the insurer you are
enrolled in (health insurance union, etc.).

=) Contact: Insurer listed on the health insurance card (health insurance union, etc.)

VY Medical expense subsidy system for students, etc.

Some schools, such as universities, operate a system to independently assist
students in paying medical expenses. There may be a designated hospital, or
procedures may be required. For details, please check with the Student Office,
etc.

=) Contact: University Student Office, etc.

VY Medical expense subsidy system for children

Each local government has established a medical subsidy system for children. The
target age, contents of subsidy, and application method differ among
municipalities. For details, please check with the municipality in which you reside.

m) Contact: Municipality in which you reside

V) Medical expense subsidy system for single parents

Some local governments provide medical subsidies to family members of
single-parent households (mother and child and father and child). The contents
of subsidy and application method differ among municipalities. For details,
please check with the municipality in which you reside.

=) Contact: Municipality in which you reside

(54

VY Medical expenses deduction

If the total amount of medical expenses paid by family members who are in
the same household exceed 100,000 yen (5% of the total amount of income if
the total amount of income is less than 2 million yen), you can receive a refund
depending on income by receiving a medical expense deduction. To receive a
medical expense deduction, you need to file a tax return.
Be sure to keep receipts issued by the medical institution.

@ Calculation formula for medical expenses deduction

Amount of

medical expenses

deduction
(Up to 2 million yen)

Total of medical
expenses
actually paid

Amount covered
by insurance
money, etc.

100,000 yen*

*5% of the total income if the total income is less than 2 million yen

® Approximate refund

Amount of
Approximate tax refund = | medical expenses | X Income tax
- rate
deduction

=) Contact: Nearest tax office

Website information
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in Japanese
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