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The PMDA has managed and operated
the medical information database MID-
NET (Medical Information Database
NETwork), as part of its operations
pursuant to the Act on Pharmaceuticals
and Medical Devices Agency (Act
No.192 of 2002) for the purpose of
promoting sophistication of safety
measures for pharmaceuticals, etc. by
utilizing big data. Through collaboration
MID-NET (Medical with 10 healthcare organizations across

: P Japan, MID-NET is capable of collecting
! I":llfzqu;:’n;tllt))n Database C and analyzing medical information “
(electronic medical record data, claims
data, etc.) on a scale exceeding 5.3
million patients. It is utilized by the
MHLW/PMDA, pharmaceutical
companies, and academia, and the
analytical results are utilized in
considering safety measures. This
section introduces our efforts to date
and future developments for MID-NET,
for which 3 years have passed since its
official launch in FY 2018.
Revision of
2 Precautions P Shosaikotokakikyosekko 9
(No. 323)
List of Products ] ]
;| Sublecto Eary Post Sepme el |
marketing Phase 30 20219 9 P

Vigilance
E: Distribution of Dear Healthcare Professional Letters of Emergency Communications, R: Distribution of Dear
Healthcare Professional Letters of Rapid Communications, P: Revision of Precautions, C: Case Reports

If medical and pharmaceutical providers such as physicians, dentists, and pharmacists detect
adverse reactions, infections associated with drugs or medical devices, or medical device adverse
events, itis mandatory for such providers to report them to the Minister of Health, Labour and Welfare
directly or through the marketing authorization holder. As medical and pharmaceutical providers,
drugstore and pharmacy personnel are also required to report safety issues related to drugs and
medical devices.
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ADR Adverse drug reaction

DAAs Direct-acting antivirals

EPPV Early Post-marketing Phase Vigilance

FY Fiscal year

G-CSF Granulocyte colony stimulating factor

MAH Marketing authorization holder

MHLW Ministry of Health, Labour and Welfare
MID-NET Medical Information Database NETwork
PMDA Pharmaceuticals and Medical Devices Agency
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MID-NET (Medical Information Database
NETwork)

1. Introduction

The PMDA has managed and operated the medical information database "MID-NET"
(Medical Information Database NETwork) as part of its operations pursuant to the Act on
Pharmaceuticals and Medical Devices Agency (Act No.192 of 2002) for the purpose of promoting
sophistication of safety measures for pharmaceuticals, etc. by utilizing big data. Through
collaboration with 10 healthcare organizations across Japan, MID-NET is capable of collecting and
analyzing medical information (electronic medical record data, administrative claims data, etc.) on
a scale exceeding 5.3 million patients (as of the end of December 2020). It is utilized by the
MHLW/PMDA, pharmaceutical companies, and academia and the analytical results are utilized in
considering safety measures. This section introduces our current and future efforts for MID-NET,
for which 3 years have passed since its official launch in the fiscal year (FY) 2018. (Figure 1).

Figure 1 Overview of MID-NET
Overview of MID-NET

€ MID-NET has been constructed at the PMDA for large-scale collection and analysis of medical information from
electronic medical records, etc. in order to promote sophistication of safety measures for pharmaceuticals, etc.
by utilizing big data and has been managed and operated by the PMDA as part of safety measure activities.

€ MID-NET has been utilized by the MHLW/PMDA, pharmaceutical companies, and academia, and the analytical
results have been utilized for safety measures since official launch of MID-NET (in FY2018).

O Features of MID-NET

( Large scale of real world data )

Big data of more than 5.3 million patients can be

analyzed at once
e N

O Safety measures for pharmaceuticals, etc. by MID-NET

Pharmaceutical
{ MHLW/PMDA ]{ companies ][

—_—
Investigation and analysis o = mu u u | Relevant collaborative
of pharmaceutical safety h su® organization
information Py

Academia }

o Diverse data sources
Rele‘fr"taz?z":t?:: ‘:%:3*’ In addition to electronic medical record data
MID-NET (ordering, test results, etc.), electronic medical
S i mannn Bt S information such as claims and DPC data are

Claim data Electronic medical
records data

23 hospitals in 10 \_ also stored
healthcare organizations P N
data > 5.3 million patients o imely

(as of the end of December, 2020) Regular automatic data updates and real-time

use of information are possible

Data Reliability
O Frequency of ADR occurrence can be captured and compared with other drugs P .
O Itis possible to actively collect information on ADRs, actual conditions of administration, Ensured data relrllablh.ty through contlntljous and
etc. L comprehensive quality contro )
=> Sophistication of safety measures for pharmaceuticals, etc. is
expected

2. Background of MID-NET establishment

The basics of drug safety measures are to collect and evaluate information, such as on the
actual conditions of drug use and the status of adverse drug reaction (ADR) occurrence, and then
to take appropriate actions. The mainstream in information collection has been ADR reports from
pharmaceutical companies and healthcare organizations, together with post-marketing drug safety
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studies conducted by the pharmaceutical companies. The following problems existed with
information obtained through these methods:
[1] Itis not possible to assess the frequency of ADR occurrence because the number of users
of a drug (population parameter) is unknown,
[2] Itis not possible to compare the frequency of ADR occurrence with other drugs,
[3] It is difficult to differentiate between ADRs and the symptoms of the underlying disease

(Figure 2).

Based on these situations, Review of Pharmaceutical Administration for Prevention of Drug-
induced Health Damage (Final proposals) and the resulting Proposal on Drug Safety and Security
through Utilization of an Electronic Medical Information Database (Japan Sentinel Project)
indicated a need to promote safety measures utilizing a largescale medical information database
to make up for the limitations of conventional safety measures that are centered on spontaneous
reports of ADRs, etc., and post-marketing drug safety studies conducted by the pharmaceutical
companies.

In response to this, in order for the MHLW/PMDA, pharmaceutical companies and academia
to utilize a medical information database for drug safety measures, establishment of MID-NET was
started in FY 2011 in Japan, and it was officially launched in FY 2018.

Figure 2 Sophistication of drug safety measures by MID-NET

Sophistication of drug safety measures by MID-NET

O Not all adverse reactions are reported (reporting bias). Comparison of number
of spontaneous reports

O The denominator (number of patients who used the drug) is
unknown, and the frequency of ADRs cannot be calculated. DrugiA

Drug B

O High cost because companies collect information individually

. . * The higher number of reports for Drug A
from healthcare organizations. may be merely due to the higher total

number of patients treated.

MID-NET
O How to utilize MID-NET
Comparison with __ Comparison with non-user of _ Evaluation of impacts of |
other drugs the drug safety measures
Rate of occurrence of ADRs Rate of occurrence of symptoms Rate of occurrence of ADRs
(ADRs/number of patients who used the drugs) (symptoms/number of patients who used the drugs) (symptoms/number of patients who used the drugs)
Treated with Drug B Treated with Treatment Before safety measures
Drug A without Drug A
. After safety
Treg:sg X’Ith measures
Can compare frequency of ADR Can ascertain whether the Can compare before/after to see
occurrence with drugs in the occurrence of a certain whether implementation of
same class symptom is increased by safety measures actually results
administration of a drug in a change in ADR frequency

3. Mechanism and characteristics of MID-NET

We will now explain how users can utilize the medical information in MID-NET. First, we will
explain its specific mechanism. In MID-NET, medical information database systems are established
at 10 healthcare organizations, and they collect and accumulate data from administrative claims
data, Diagnosis Procedure Combination (DPC) and electronic medical records including laboratory
test results. The databases at the relevant collaborative organizations are connected to the Data
Center through a network, and the user can analyze the extracted data from the relevant
collaborative organizations for statistical analysis at the Data Center.

A major characteristic of MID-NET is that multiple types of laboratory test data can be used,
as compared to the existing database, which is the National Database of Health Insurance Claims
and Specific Health Checkups of Japan (NDB) storing anonymous health insurance
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claims/anonymous specific health checkups, etc. and JADER (Japanese Adverse Drug Event
Report database) storing information on case reports of suspected ADRs. In addition to the
diagnoses and prescribing information that can be collected from claims data, analyzing laboratory
test data, which are available on approximately 300 parameters of laboratory tests, not only makes
it possible to directly detect ADRs from changes in the laboratory test results, but also to combine
multiple types of information thereby allowing evaluation of a greater diversity of ADRs.

By utilizing MID-NET, the following verification is possible (Figure 2).

[1] The incidence of ADRs can be calculated, which previously could not with data limited to
spontaneous ADR reports and it is possible to compare the incidence of ADRs with multiple
drugs including drugs in the same class.

[2] It is possible to examine whether the onset of a certain symptom is due to an ADR or the
underlying disease by comparing the incidence of the symptom in patients using the drug.

[3] Itis possible to evaluate whether the frequency of ADRs has changed before and after the
implementation of safety measures for a certain drug.

From April 2018 to the end of December 2020, utilization of MID-NET had been approved for
87 studies conducted by the PMDA (hereinafter referred to as “regulatory utilization"), 4 products
for companies utilization (post-marketing surveillance), and 3 studies for other
companies/academia utilization. For the regulatory utilization, the MHLW/PMDA conducts
pharmacoepidemiological studies using MID-NET with the aim of sophistication of drug safety
measures such as comparative assessment of incidences of ADRs as described above. By
clarifying the scheme for using the database and creating scientific evidences used in safety
measures, it is considered that the regulatory utilization will promote the use of medical information
databases including MID-NET in pharmaceutical companies and academia.

The analytical results of the regulatory utilization are used for safety measures such as
revision of package inserts. The below is a summary of three studies of the regulatory utilization.

(1)  Study of the effects of hepatitis C drugs on blood coagulability in patients on warfarin

As for direct-acting antivirals against hepatitis C (hereinafter referred to as "DAAs")",
previous studies suggested that DAAs increase the blood coagulability in patients on the
anticoagulant warfarin, and overseas package inserts include a precaution for patients who are
taking vitamin K antagonists such as warfarin. For this reason, a study using MID-NET was
conducted to investigate the influence of DAAs in patients taking warfarin in Japan.

Although a sufficient number of subjects could not be included to perform a statistical analysis,
the results of this study were used as a reference. Instructions for revision of the package insert
were issued to add a statement that dose adjustment of concomitant drugs (warfarin, etc.) may be
necessary as well as a precaution for the start of administration in patients using such drugs in the

IMPORTANT PRECAUTIONS section.

*1 Daclatasvir hydrochloride, asunaprevir, ombitasvir hydrate/paritaprevir hydrate/ritonavir, sofosbuvir,
ledipasvir acetonate/sofosbuvir, elbasvir, grazoprevir hydrate, daclatasvir hydrochloride/asunaprevir/beclabuvir
hydrochloride, glecaprevir hydrate/pibrentasvir, telaprevir, vaniprevir, simeprevir sodium

(2) A pharmacoepidemiological study on thrombocytopenia associated with Granulocyte-colony
stimulating factor (G-CSF) preparations in patients treated with antineoplastic agents

The PMDA accumulated several cases involving thrombocytopenia in patients treated with
G-CSF preparations. Since G-CSF preparations may be administered in patients treated with
antineoplastic agents, thrombocytopenia reported could be an effect of antineoplastic agents. This
possibility makes it difficult to assess the association between individual G-CSF preparations and
thrombocytopenia solely based on the information from individual case reports. To address the
limitation, the PMDA conducted a study using MID-NET.

The study results showed the three points for pedfilgrastim as shown below. And instructions
for revision of the package insert were issued to add the following statement in the Other
Precautions section based on the results of this study: "An increased risk of thrombocytopenia
following administration of this drug has been reported in an epidemiological study conducted in
Japan using a medical information database."
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[1] The relative risk (adjusted odds ratio) of decreased platelet counts (platelet count <50
000/mm?) was statistically and significantly elevated when pedfilgrastim was prescribed 2 to
7 days before decreased platelet counts developed compared to when G-CSF preparations
were not prescribed. The relative risk of decreased platelet counts also tended to increase
when pedfilgrastim was prescribed 8 to 14 days before decreased platelet counts developed.

[2] A similar trend to that described in [1] above was observed when analysis was limited to 12-
week and 16-week observation periods from the initial antineoplastic prescription in order to
eliminate the effects of haematopoietic disorders that could develop from prolonged use of
antineoplastic agents.

[3] Asimilar trend to that described in [1] above was observed when the criterion for decreased
platelet counts was changed to lower than 25 000/mm?3 (CTCAE (Common Terminology
Criteria for Adverse Events) v 4.0 Grade 4).

(3) Quantitative evaluation of effects for renal function in patients prescribed DAAs

As for DAAs™, multiple drugs have been launched since November 2011. There were
differences in inclusion of precautions for adverse events related to renal impairment in the package
insert. The precautions were stated in the Clinically Significant Adverse Reactions section for some
drugs, and not described even in the Other Adverse Reactions section for other drugs. The effects
of DAAs as a class on renal function have not been evaluated. Therefore, the PMDA conducted
investigation to consider whether the renal function is affected as a class effect or whether the
degree of effects on renal function differs among active ingredients using MID-NET.

When renal function test results were examined by treatment pattern during the period of
prescription of DAAs, it was suggested that the risk of renal impairment might differ among drugs.
It was also confirmed that safety measures have already been taken for the treatment pattern in
which an increased risk of renal impairment was observed compared to the control group, and
precautions have been included in the package insert.

*2 Telaprevir, simeprevir sodium, asunaprevir, daclatasvir hydrochloride, vaniprevir, sofosbuvir, grazoprevir
hydrate, elbasvir, ledipasvir acetonate/sofosbuvir, ombitasvir hydrate/paritaprevir hydrate/ritonavir, daclatasvir
hydrochloride/asunaprevir/beclabuvir hydrochloride

As described above, the MHLW/PMDA has utilized MID-NET as a tool to examine drug safety
measures. For further utilization of MID-NET, the PMDA continues to make improvements based
on the following three pillars.

(1) Building a roadmap: Action plans for expansion of data scale

(2) Improvement of accessibility: Revision of the rules for utilization of MID-NET

(3) Reinforcement of the regulatory utilization: Clarification of scheme for using the database
and creating scientific evidences used in safety
measures

Among them, we will explain (3) Reinforcement of the regulatory utilization, which is directly
linked to drug safety measures. In the currently ongoing regulatory utilization, as introduced in 4,
we have focused on investigations that create major evidence for safety measures or additional
safety measures after clarifying investigation themes for drugs for which certain safety information
such as literature reports and spontaneous reports of ADRs have been accumulated. In the future,
we will effectively utilize laboratory data characteristic of MID-NET by performing a routine
monitoring of early signal on drug safety before the accumulation of safety information such as
literature reports and reports of ADRs. Specifically, we will compare the incidences of liver function
and renal function with those in the control group for [1] products subject to the “SAKIGAKE”
designation system and conditional early approval system and [2] products for which some safety
signals have been detected based on ADR reports, etc. This is in order to accumulate safety
information promptly and efficiently, and utilize information obtained from MID-NET in addition to
literature information and ADR reports, etc., with the aim of sophistication and acceleration of safety
measures (Figure 3).

Through these efforts, it is expected that clarifying the scheme for using MID-NET in safety
measures and accumulating the results will promote sophistication of drug safety measures, as
well as utilization of MID-NET by pharmaceutical companies and academia.
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Figure 3 Reinforcement of the regulatory utilization
Activation of regulatory utilization

O Efforts for new utilization in the future (routine monitoring of early signal on drug safety)

\ - Regulatory utilization

\ Signal
\ detection f_[ New target on the routine monitoring ]—\

| (Investidations that contribute to accumulation of safety

Signal information leading to safety measures in the future

strengthening

=>Aimed at accumulating information on safety promptly and
efficiently by conducting a routine survey utilizing MID-NET.

Signal
confirmation

Current focus of regulatory utilization o
Safety More contribution to safety

MEASUIES Investigations that create major evidence for s by reinforcing
safety measures utilization scheme of MID-

Evaluation of Investigations that consider whether NET
impact of safety additional safety measure is necessa
measures

6. Closing Comments

Use of MID-NET is expected to make it possible to actively collect and evaluate information
on the frequency with which ADRs occur and the actual conditions of pharmaceutical use in a rapid
manner and promote sophistication of safety measures. Although there may not be many
opportunities to use MID-NET at present, more utilization of real-world data such as claims data
and electronic medical record data has been anticipated recently. Thus, it is expected that safety
measures will be further advanced by utilizing medical information databases such as MID-NET.
We appreciate your understanding of safety measures utilizing MID-NET, etc. and your continued
cooperation in drug safety measures.

[References]
+ PMDA website MID-NET (Medical Information Database Network)

https://www.pmda.go.jp/safety/mid-net/0001.html
(Only in Japanese)

* Investigations conducted by PMDA
https://www.pmda.go.jp/safety/surveillance-analysis/0045.html
(Only in Japanese)
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Revision of Precautions

This section presents details of revisions to the Precautions of package inserts and brand names
of drugs that have been revised in accordance with the Notifications dated May 13, 2021.

Chinese medicines

Shosaikotokakikyosekko
Branded name Tsumura Shosaikotokakikyosekko Extract Granules for Ethical

Use (Tsumura & Co)
[Under Old instructions]

Adverse Reactions Interstitial pneumonia: If cough, dyspnoea, pyrexia, abnormal
Clinically Significant chest sound, etc. are observed, administration of this drug should
Adverse Reactions be discontinued. Examinations such as chest X-ray and chest CT

(newly added) scan should be performed immediately, and administration of

corticosteroids or other appropriate measures should be taken.
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List of Products Subject to

Early Post-marketing Phase Vigilance

Early Post-marketing Phase Vigilance (EPPV) was established in 2001. This unique system
for newly-approved drug products refers to any safety assurance activities that are conducted within
a period of 6 months just after marketing of a new drug. The MAH responsible for a new drug in the
EPPV period is required to collect adverse drug reactions (ADRs) data from all medical institutions
where the drug is used and to take safety measures as appropriate. The aim of EPPV is to promote
the rational and appropriate use of drugs in medical treatments and to facilitate prompt action for the
prevention of serious ADRs. EPPV is specified as a condition of product approval.

(As of 30 April 2021)
@: Products for which EPPV was initiated after April 1, 2021

Nonproprietary name Name of the MAH Date of ERPY
Branded name on initiate
~ Galcanezumab (genetical recombination)
Emgality Subcutaneous Injection 120 mg O April 26,
Eli Lilly J K.K.
Autoinjectors, Emgality Subcutaneous 1 Hily Japan 2021
Injection 120 mg Syringe™’
Idursulfase beta (genetical recombination) - April 26
----- Cl K.K. ’
Hunterase ICV Injection 15 mg*2 inigen 2021
Baricitinib - April 23
----- Eli Lilly J K.K. ’
Olumiant tablets 2 mg, 4 mg*3 HHy capan 2021
__E_Ef[gatinib Takeda Pharmaceutical April 23,
Alunbrig Tablets 30 mg, 90 mg** Company Limited. 2021
Berotralstat hydrochloride " April 23
..... OrphanPacific, Inc. ’
Orladeyo Capsules 150 mg*® rehantactiic, inc 2021
~Molidustat sodium April 22
Musredo tablets 5 mg, 12.5 mg, 25 mg, 75 Bayer Yakuhin Ltd. 2021 '
mg*®
_Dimethy! sulfoxide Kyorin Pharmaceutical April 21,
Zymso Intravesical Solution 50%*’ Co,, Ltd. 2021
~ Anamorelin hydrochloride Ono Pharmaceutical April 21,
Adlumiz Tablets 50 mg*® Co., Ltd. 2021
Acalabrutinib April 21
----- AstraZ K.K. ’
Calquence capsules 100 mg*® strazeneca 2021
Delgocitinib
[1] Corectim Qintment 0.25% Japan Tobacco Inc. Mazrg;f&
[2] Corectim Ointment 0.5%
Ferric citrate hydrate*'° March 23,
e Japan Tobacco Inc.
Riona Tab. 250 mg 2021
_Lascufloxacin hydrochloride Kyorin Pharmaceutical March 1,
Lasvic Intravenous Drip Infusion Kit 150 mg Co,, Ltd. 2021
Thalidomide*'! Fujimoto February 24
""" Pharmaceutical ’
Thaled Capsules 25, 50, 100 Corporation 2021
Coronavirus modified uridine RNA vaccine Pfizer Japan Inc. February 16,
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Nonproprietary name Name of the MAH Datc_-z 9f EPPV
Branded name on initiate

Gardasil Aqueous Suspension for
Intramuscular Injection Syringes

(SARS-CoV-2) 2021

Comirnaty intramuscular injection
_Semaglutide (genetical recombination) Novo Nordisk Pharma February 5,

Rybelsus tablets 3 mg, 7 mg, 14 mg Ltd. 2021
Rivaroxaban*'2

Xarelto tablets 15 mg, 10 mg, Xarelto fine B Yakuhin Lt January 22,

granules 15 mg, 10 mg, Xarelto OD tablets ayer Yakuhin Ltd. 2021

15 mg, 10 mg

Cetuximab sarotalocan sodium (genetical

recombination) (@ Rakuten Medical Japan January 1,
--------------- K.K.

Akalux IV Infusion 250 mg 2021

Recombinant adsorbed quadrivalent human

papillomavirus virus-like particle vaccine

(yeast origin) *13 MSD KK. December 25,

2020

Baricitinib*14

Olumiant tablets 4 mg, 2 mg

Eli Lilly Japan K.K.

December 25,
2020

Midazolam

Buccolam Oromucosal Solution 2.5 mg, 5

Takeda Pharmaceutical

December 10,

Xeomin 200 units for Intramuscular injection

Company Limited. 2020
mg, 7.5 mg, 10 mg pany
| Enarodustat Japan Tobacco Inc December 8,
Enaroy tablets 2 mg, 4 mg P ' 2020
Incobotulinumtoxin A
Xeomin 50 units for Intramuscular injection o December 4,
’ Te Ph Limited.
Xeomin 100 units for Intramuscular injection, Syin Friarma Himie 2020

Roxadustat*'?

Astellas Pharma Inc.

November 27,

Evrenzo Tablets 20 mg, 50 mg, 100 mg 2020
__I?_qp_ég_ll_ﬂ?_z_m propylene gly.colate hydrate*'® AstraZeneca K K. November 27,
Forxiga 5 mg Tablets, Forxiga 10 mg Tablets 2020
~ Cabozantinib malate*'” Takeda Pharmaceutical November 27,
Cabometyx tablets 20 mg, 60 mg Company Limited. 2020
Binimetinib*'® Ono Pharmaceutical November 27,
Mektovi Tablets 15 mg Co., Ltd. 2020
_E_Q??_@f?_f]i_b*18 Ono Pharmaceutical November 27,
Braftovi Capsules 50 mg, 75 mg Co,, Ltd. 2020

Brodalumab (genetical recombination) *1°

Lumicef Subcutaneous Injection 210 mg
Syringe

Kyowa Kirin Co., Ltd.

November 27,
2020

Baloxavir marboxil*2°

Shionogi & Co., Ltd.

November 27,

Xofluza Tablets 20 mg, Xofluza Granules 2% 2020
_Sofpironium bromide Kaken Pharmaceutical November 26,

Ecclock gel 5% Co., Ltd. 2020
_Niraparib tosilate hydrate Takeda Pharmaceutical November 20,

Zejula capsules 100 mg Company Limited. 2020

Filgotinib maleate

Gilead Sciences K.K.

November 18,
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Jyseleca Tablets 100 mg, 200 mg 2020

Paliperidone palmitate*?’
------IP_---I-------R-----I---------------_ ------------------- Janssen Pharmaceutical November 18,
Xeplion TRI Aqueous Suspension for IM KK, 2020

Injection 175 mg, 263 mg, 350 mg, 525 mg
*1  Preventive treatment of migraine
*2 Mucopolysaccharidosis Il
*3  SARS-CoV2 pneumonia (limited to patients requiring supplemental oxygen)
*4  Unresectable, advanced or recurrent ALK fusion gene-positive non-small cell lung cancer

*5 Suppression of the onset of attacks in acute hereditary angioedema

*6  Nephrogenic anaemia

*7 Improvement of symptoms of interstitial cystitis (Hunner type) (chronic pelvic pain, pressure and discomfort associated
with the bladder, lower urinary tract symptoms such as increased urgency or pollakiuria)

*8 Cancer cachexia in malignant tumors of non-small cell lung cancer, gastric cancer, pancreatic cancer, or colorectal
cancer

*9 Relapsed or refractory chronic lymphocytic leukaemia (including small lymphocytic lymphoma).

*10 Iron deficiency anaemia

*11  Crow-Fukase (POEMS) syndrome

*12 Treatment and reduction in the risk of recurrence of venous thromboembolism

*13 Prevention of the following diseases caused by infection with human Papillomavirus (HPV) Types 6, 11, 16, and 18
+ Cervical cancer (squamous cell carcinoma and adenocarcinoma) and its precancerous lesions (cervical
intraepithelial neoplasia (CIN) grades 1, 2 and 3 and cervical adenocarcinoma in situ (AlS))
+ Vulval intraepithelial neoplasia (VIN) grades 1, 2 and 3 and vaginal intraepithelial neoplasia (ValN) grades 1, 2
and 3
+ Anal cancer (squamous cell carcinoma) and its precancerous lesions (anal intraepithelial neoplasia (AIN) grades

1,2,and 3)

+ Condyloma acuminatum
(Only underlined diseases in men are subject to EPPV)
*14  Atopic dermatitis with inadequate response to conventional treatments

*15 Nephrogenic anaemia
*16 Chronic heart failure (only in patients who are receiving standard of care)
*17 Unresectable hepatocellular carcinoma that has progressed after chemotherapy

*18 Unresectable advanced or recurrent BRAF (V-Raf murine sarcoma viral oncogene homolog B)-mutant colorectal
cancer that has progressed after chemotherapy

*19 Ankylosing spondylitis and non-radiographic axial spondyloarthritis that respond inadequately to existing therapies
*20 Treatment and prevention of influenza virus infection types A and B
*21 Schizophrenia (only in patients who have been adequately treated with 4-week intramuscular paliperidone palmitate)
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<Errata, on page 8, lines 3 to 6 in the English version of PMDSI No.382>

Original

Revised

The medical industry plans to start publicity
efforts in early May. For the publicity efforts,
MRs first will explain how to download Pl-navi
and then encourage active use of the app.
Posting videos and guidance materials on the
website and distribution of printed materials
including DSU (Drug Safety Update) are also
intended.

The medical industry plans to start publicity
efforts in early May. For the publicity efforts,
MRs in cooperation with MS as needed first
will explain how to download Pl-navi and then
encourage active use of the app. Posting
videos and guidance materials on the website
and distribution of printed materials including
DSU (Drug Safety Update) are also intended.
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Request for cooperate for the Relief Services
for Adverse Health Effects!

m Relief System for Adverse Drug Reaction

e This system is a public system pursuant to the Act on Pharmaceuticals and Medical Devices
Agency.
° Relief benefits such as medical expenses, medical allowances, disability pensions, and
bereaved family pensions will be provided for adverse drug reactions severe enough to require hospital
admission despite proper use of a pharmaceutical.
e If you encounter any adverse reactions to pharmaceuticals, please introduce this system to the
patient (or bereaved family) and cooperate for preparation of a medical certificate, etc. to be
attached to the written request.

| Relief System for Infections Derived from Biological Products

e This system is a public system pursuant to the Act on Pharmaceuticals and Medical Devices
Agency.

e Relief benefits such as medical expenses, medical allowances, disability pensions, and
bereaved family pensions will be provided for disorders caused by infections severe enough to
require hospital admission despite proper use of a biological product after April 1, 2004.

e If you encounter any infections, etc. that seem to be caused by a biological product, please
introduce this system to the patient (or bereaved family) and cooperate for preparation of a

medical certificate, etc. to be attached to the written request.

The brochure explaining the system mechanism and request form will be sent free of
charge.

Pharmaceuticals and Medical Devices Agency
Shin-Kasumigaseki Building 10F, 3-3-2 Kasumigaseki, Chiyoda-ku, Tokyo 100-0013
Toll Free: 0120-149-931
TEL. 03-3506-9411 (cell phone/public phone)
http://www.pmda.go.jp/
E-mail:kyufu@pmda.go.jp




