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PMDA’s Efforts to Combat COVID-19

PMDA'’s Efforts to Combat COVID-19
Statement by the Chief Executive Dr. FUJIWARA

» PMDA Reveals Principles on Evaluation of COVID-19 Vaccines
» PMDA to Offer Free Scientific Advice for COVID-19 Vaccines Development £

= For Your Access to Japanese Clinical Trial/Clinical Research Information 5
= First Approval of Antigen Test for COVID-19 )

= Special Approval for Emergency on Remdesivir for COVID-19 )

= Four IVDs Approvals for COVID-18 and Response fo the Increased Ventilator Demand )
= PMDA Takes Further Steps to Speed up Clinical Development of COVID-19 Products 9
= PMDA pledge to tackle COVID-19 Pandemic )

Other Information

= Principles for the Evaluation of Vaccines Against the Novel Coronavirus SARS-CoV-2

Approved Medical Products for COVID-19

The following products were approved for COVID-18 by the Ministry of Health, Labour and Welfare after
March 2020 with prior scientific review by the PMDA.

For information of products under review by the PMDA or development by sponsors, please contact
sponsors or developers of the product

Drugs

Active Applicant

) Brand Name Approval Date
Ingredient Company

i i May 7, 2020
o VEKLURY for Gilead Sciences .
Remdesivir o (approved based on article 14-3
Intravenous Injection K.K.
of the PMD Act)

https://www.pmda.go.jp/english/int-activities/0008.pdf
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COVID-19RTA b A+ (2020.4.28)

ICMRA statement on COVID-19

28 April 2020

The International Coalition of Medicines Regulatory
Authorities (ICMRA) has pledged its collective support in
countering the global COVID-19 pandemic:

It is together, in the face of this unprecedented crisis of global proportion,
that we can find solutions. We, ICMRA members have an important role to
play in supporting the worldwide effort. We have stepped up our global
collaboration to facilitate and expedite the development and evaluation
of diagnostics and therapeutics, including possible vaccines, against SARS-
CoV2.

ICMRA actions

In the last weeks, ICMRA held 3 virtual meetings with more than 100
participants each from our 29 members, with our scientific experts, and
observers to progress together:

1. the regulatory considerations for anticipated COVID-19 vaccine
candidates to advance regulatory understanding and convergence,
and facilitate first-in-human studies (data requirements for Phase 1

http://icmra.info/drupal/news/statement_on_COVID-19
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EaRERERICRH T B R T A MA I (2020.6.24)

ICMRA statement on clinical trials

24 june 2020

The International Coalition of Medicines Regulatory
Authorities (ICMRA) has pledged its collective support in
countering the global COVID-19 pandemic:

ICMRA members have an important role to play in supporting the
worldwide effort to fight COVID-19 pandemic. The members have stepped
up their global collaboration to facilitate and expedite the development
and evaluation of diagnostics and therapeutics, including possible
vaccines, against SARS-CoV2. This statement is intended for all
stakeholders, patients, investigators, researchers, academia, regulators,
and the pharmaceutical industry.

- The COVID-19 pandemic requires treatments whose quality, efficacy
and safety are based on robust evidence. The main way to obtain
reliable evidence is through well-designed randomised controlled
trials. Observational studies and Real-World evidence may supplement
this evidence, especially if employed to support the use of repurposed
medicines, or for hypothesis generation, and can provide key safety
information.

http://www.icmra.info/drupal/news/statement_on_clinical_trials
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DIFUNICEATRARATARAY

Statement on continuation of vaccine trials

We, (ICMRA members, a global coalition of medicine regulators) have an important role in supporting the worldwide effort to
ensure the quality, safety and efficacy of licensed vaccines and to make them available to the public. We have stepped up our
global collaboration to facilitate and expedite the development and evaluation of vaccines against SARS-CoV2 (causing COVID-

(2020.11.27) [ PEER ERMURLT =D\ T

http://www.icmra.info/drupal/covid-

19 disease).

This statement in support of continuing COVID-19 vaccine trials to collect critical data to support regulatory actions and
deployment, for as long as is feasible, is intended for all stakeholders, vaccinees, researchers and investigators, academia,

regulators and the pharmaceutical industry.

trials

19/statement_on_continuation_of vaccine _
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ICMRA statement about confidence in vaccine safety and effectiveness (for healthcare
professionals)

The benefits of vaccination can be hard to explain to the lay public. People who are not sick might not recognize the role of
vaccines in disease prevention and in reducing disease spread as vaccines are preventative for infectious diseases rather than
curative or symptom controlling in nature and thus do not have a visible effect on those already ill.

Younger adults also have had little personal experience with family members or friends affected by serious vaccine-
preventable diseases, or may feel invincible. There is also a significant amount of incorrect, and potentially deadly,
misinformation about the safety and effectiveness of vaccines perpetuated widely through social media. This may lead some

(20206.17) 2 - FHNHEIZDLNT

(ERUEFERIT)

http://www.icmra.info/drupal/strategicinitiatives/
vaccines/statement_hcp
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ICMRA statement about confidence in vaccines (for the general public)

Globally, vaccination prevents 2-3 million deaths per year, according to the World Health Organisation’s (WHO) calculations.
As the world anxiously awaits a vaccine to combat the COVID-19 pandemic, there is perhaps no more appropriate time for the
International Coalition of Medicines Regulatory Authorities (ICMRA) to highlight the importance of vaccines.

ICMRA presents this statement on vaccines to:
- highlight the benefits and safety of vaccines for you and your family

- call attention to the fact that it is everyone's responsibility to get vaccinated. We vaccinate not only to protect our family,
friends and community but also to protect future generations

- explain that global regulators have robust, scientific, independent processes in place to determine the safety, quality and
effectiveness of vaccines, and vaccines continue to be monitored once administered to the public.

Vaccines save lives. Vaccines protect you and the people around you from serious and life-threatening infectious diseases
that used to kill millions of people every year. Diseases like the measles, whooping cough, polio, tetanus and influenza (the
seasonal flu), are still killing many thousands of people in vulnerable populations every year and causing long lasting health
problems in many more, where vaccines are not available. Although we do not yet have a vaccine to prevent COVID-19, the

development of such a vaccine is one of the highest public health priorities today, because it can help protect everyone

(2020.6.17) {ETHME[ZDLNT
(—H&mI7)

http://www.icmra.info/drupal/strategi
cinitiatives/vaccines/statement_gen
eral_public
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ICMRA (International Coalition of Medicines Regulatory
Authorities)

InrersaTionaL CoaLrtion oF Mepicines REGULATORY AUTHORITIES

| IcMRALIE

7 TOIFEHRzH

International Coalition of Medicines Regulatory Authorities

ICMRAIZ, #.5|
HU.HRELT L
- v RESS

Fo—rinn
» HOEH Y
- fEFRE]
» EREERRY.

| covib-19

ICMRAA /A
COVID-197 ¥ FAFCRd B FURHI L B0 — Hawr

2020 6R228 Summary report #2 £
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20208 3R188

Summary report #1 1

ICMRAS T 1
COVID-19;5# EFFEI“RT 2 RRH L 50 — Dirayd

2020& 7TH208 Summary report #2 t
20205 4R 28 Summary report #1 ©H

COVID-19Y 7 IJ —ILF TEF 2 2R BEEHFITHET 2
SR LT — D e

20205 108138 Zru[0] Summary report #4 ch
20205 7H228 e (o] Summary report #3 £
2020 55198 2_[0 Summary report #2 th
20204 45 68 =[O Summary report #1h

[@olDREN ABOUTUS  MEETINGS  STRATEGIC INITIATIVES ~ RELATIONSHIPS ~ NEWS  LINKS  CONTACT US

CoviID-19

Participating Regulatory Authorities

search this site o

ICMRA provides a global architecture to
support enhanced communication,
information sharing, crisis response and
address regulatory science issues.

Recent content

During the ongoing COVID-19 pandemic, the International Coalition of Medicines Regulatory Authorities (ICMRA) is acting as
a forum to support strategic coordination and international cooperation among global medicine regulatory authorities.
The aim of these activities is to expedite and streamline the development, authorisation and availability of COVID-19
treatments and vaccines worldwide. ICMRA members also work towards increasing the efficiency and effectiveness of
regulatory processes and decision-making.

Collec

In April 2020, ICMRA members pledged to strengthen global collaborative efforts to align the facilitation of rapid development,
approval and global roll-out of safe and effective medicines to prevent and treat COVID-19.

+ Antimicrobial Resistance (AMR)
1day ago

+ COVID-19
1day ago

+ Gaallal) daall dalite e st gl (WHO) a1 o 2l cilgall 1ol Gillaslly (ICMRA) () dalad Joa
LsS Ui dealall cialallly 2051 s Apdlall 2580 il o g2xdl COVID-19
1 day ago

* News
1day ago

« Strategic Initiatives
1 day 8 hours ago

http://icmra.info/drupal/en

https://www.pmda.go.jp/int-activities/int-harmony/icmra/0001.html|
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RHEUMATOLOGY

Original article

doi:10.1093/rheumatology/kez394

Impact of adding tacrolimus to initial treatment of
interstitial pneumonitis in polymyositis/
dermatomyositis: a single-arm clinical trial

Kazuki Takada', Yoshinori Katada? Satoshi Ito®, Taichi Hayashi*, Jun Kishi®,
Kenji Itoh®, Hiroyuki Yamashita’, Michito Hirakata®, Kimito Kawahata®,
Atsushi Kawakami'®, Norihiko Watanabe'', Tatsuya Atsumi'?,

Yoshinari Takasaki'® and Nobuyuki Miyasaka'

Abstract

Obijective. Interstitial pneumonia is common and has high short-term morality in patients with PM and DM despite
glucocorticoid (GC) treatment. Retrospective studies suggested that the eady use ofimmunosuppressive drugs with GCs
might improve its short-term mortality.

Methods. A multicentre, single-arm, 52-week-long clinical trial was performed to test whether the initial combination
treatment with tacrolimus (0.075 mg/kg/day, adjusted for the target whole-blood trough levels between 5 and 10 ng/ml)
and GCs (0.6-1.0 mg/kg/day of prednisolone followed by a slow taper) improves short-term mortality of PM/DM-inter-
stitial pneumonia patients. The primary outcome was overall survival. We originally intended to compare, by using
propensity-score matching, the outcome data of clinical trial patients with that of historical control patients who were
initially treated with GCs alone.

Results. The 52-week survival rate with the combination treatment (N = 26) was 88.0% (95% Cl, 67.3, 96.0). Safety
orofiles of the combination treatment were consistent with those known for tacrolimus and hiah-dose GCs individuallv.
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Table 3: Listing of Clinical Trials Relevant to this sSNDA
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CENTER FOR DRUG EVALUATION AND RESEARCH

Trade Name:
Generic or Proper
Name:

Sponsor:

Approval Date:

Indication:

Approval Package for:

APPLICATION NUMBER:

2071030rigls008

IBRANCE
palbociclib

Pfizer, Inc.

April 4, 2019

Ibrance is a kinase inhibitor indicated for the treatment of
adult patients with hormone receptor (HR)-positive,
human epidermal growth factor receptor 2 (HER2)-
negative advanced or metastatic breast cancer in
combination with:
e an aromatase inhibitor as initial endocrine-based
therapy in postmenopausal women or in men; or
e fulvestrant in patients with disease progression
following endocrine therapy.

GCPEEMLTITZRLN,

E

L TLVELY

Regimen/ Study Treatment No. of CI::.t::s
Trial Identity NCT no. Trial Design schedule/ i Duration/ patients Study Population
route Endpoints Follow Up enrolled and‘
Countries
Trials to Support Efficacy and Safety
PALOMA-2, | NCTD1740427 | Prospective, Palbociclib Investigator | Median days 666 Women with 186
randomized, double 125mg daily | assessed on newly diagnosed centers
blind phase 3 study for 3 weeks PFS treatment: ER+, HER2- in17
on 1 week off palbaciclib- negative advanced | countries
with 603, breast cancer
letrozole vs. letrozole-
placebo plus 618 vs
letrozole letrozole-
413,
placebo-420
Studies to Support Efficacy
Real-World NA Detailed retrospective NA Real world NA 25with | Males with HR- NA
Analysis of male patient treatment palbocic | positive, HER2-
Males information from response lib negative
Treated electronic health records therapy | atastatic breast
for and 34
) (EHRs) ) cancer
Metastatic with
Breast endocri
Cancer in ne
the US therapy
(Flatiron alone
Health)
Trials to Support Safety
1001 Not provided | Open-label, dose-finding Palbociclib Not provided | Not provided 36 male | Patients with Not
study single agent patients | advanced cancer provided
on 3 weeks (150n
on/1 week off 3Iweeks
ar 2 weeks on/1
32
Multi-disciplinary Review and Evaluation
sNDA 207103/008 IBRANCE® (Palbociclib)
on/1 week off week
schedule off)
1002 Mot provided | Open label phase 1 study Not provided Not provided | Not provided | 14 male | Patients with mantle | Not
to evaluate and compare patients | cell lymphoma provided
biomarkers of CDK4/6
inhibition in tumor
biopsies with changes in
positron emission
tomography (PET)
Other Study
A5481097 NA Retrospective analysis of NA NA NA Male patients with NA

(Study 1097,
“IQVIA”)

claims data

metastatic breast
cancer

NA=Not applicable
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Real World Tumor Response (rwTR)

The tumor response variable was extracted from the EHR as part of routine clinical care, and
the information about each response event was retrospectively collected. Response to
treatment in the real-world setting (Real World Tumor Response [rwTR]) included several
factors in conjunction with radiologic assessments (e.g., physical exam, symptom improvement,
and pathology reports), which were used to supplement radiologic findings in the overall
clinician’s assessment of response. rwTR was defined as the treating clinician’s assessment of

radiological evidence for change in burden of disease over the course of treatment with a given
LOT.

49
Version date: February 1, 2016 for initial rollout (NME/original BLA reviews)
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Hands-Only CPR&& (2008)

AHA Science Advisory

Hands-Only (Compression-Only) Cardiopulmonary
Resuscitation: A Call to Action for Bystander Response
to Adults Who Experience Out-of-Hospital Sudden
Cardiac Arrest
A Science Advisory for the Public From the American Heart Association
Emergency Cardiovascular Care Committee

Michael R. Sayre, MD; Robert A. Berg, MD, FAHA: Diana M. Cave, RN, M3SN;
Richard L. Page, MD, FAHA; Jerald Potts, PhD, FAHA; Roger D. White, MD

(Circulation. 2008:117:2162-2167.)
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Hands-Only CPRENS (CHITD
TEF>RDOERE

Table. Clinical Bystander CPR Studies Comparing Chest Compression-Only CPR With Chest Compression Plus Rescue Breathing CPR

Population Studied (Al Are No Bystander  CC-Only CPR CC + RB
Study Out-of-Hospital) Outcome Measure CPR (%) (%) CPR (%)
Survival after out-of-hospital cardiac arrests
10. Bossaert et al, 1989 All adult cardiac amrests, cardiac ~ 14-day survival 123/2055 (6) 17116 (15) 71/443 (16)

0. Van Hoeyweghen et al, 1993  and noncardiac causes, with good
quality CC-CPR or good quality CC
+ RB-CPR or no CPR
21. Hallstrom et al, 2000 Prospective, BCT of dispatcher Discharged alive from hospital — 327240 (15) 29/278 (10)
instructions for all adult cardiac
arrests, excluding
poisoning/overdoses

22. Waalewijn et al, 2001 All bystander-witnessed adult Discharged alive from hospital 26/429 (6) 6/41 (15) 61/437 (14)

cardiac arrests with EMS

resuscitation
23. Nagao et al, 2007 All witnessed adult cardiac Neurologically favorable 632017 (2) 27/439 (&) 30/712 (4)
arrests—cardiac and noncardiac 1-month survival
causes

24. Iwami et al, 2007 All witnessed adult cardiac arrests  Neurologically favorable 1-year 702817 (3) 19/441 (4) 25/617 (4)

of presumed cardiac origin survival
25. Bohm et al, 2007 All cardiac arrests with bystander  1-month survival — 501/8200 (7) TiH145 (1)

CPR including cardiac and
noncardiac causes

(Circulation. 2008;117:2162-2167.)
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Cardiopulmonary resuscitation by bystanders with chest
compression only (SOS-KANTO): an observational study

SOS-KANTO study group Lancet 2007

Summary
Lancet 2007:369:920-26  Background Mouth-to-mouth ventilation is a barrier to bystanders doing cardiopulmonary resuscitation (CPR), but
See Commentpage 882 few clinical studies have investigated the efficacy of bystander resuscitation by chest compressions without
*Members listed at end of paper  MOUth-to-mouth ventilation (cardiac-only resuscitation).

Correspondence to:
Dr Ken Nagao, The S05-KANTO

Conve eprmeto Arrhythmia/Electrophysiology

Emergency and Critical Care
Medicine, Surugadai Nihon

Universit;r Hospital, 1-8-13 Ci I‘CLI |ati0n 2007

Kanda Surugadai, Chiyoda-Ku,

wmsmemanrnvnn | FLff@Ctiveness of Bystander-Initiated Cardiac-Only Resuscitation
for Patients With Out-of-Hospital Cardiac Arrest

Taku Iwami, MD, PhD; Takashi Kawamura, MD, PhD; Atsushi Hiraide, MD, PhD;

Robert A. Berg, MD; Yasuyuki Hayashi, MD, PhD; Tatsuya Nishiuchi, MD; Kentaro Kajino, MD;
Naohiro Yonemoto, MPH; Hidekazu Yukioka, MD, PhD; Hisashi Sugimoto, MD, PhD;
Hiroyuki Kakuchi, MD, PhD; Kazuhiro Sase, MD, PhD;

Hiroyuki Yokoyama, MD, PhD; Hiroshi Nonogi, MD, PhD
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Collins R, etal. NEJM Feb 13, 2020

The NEW ENGLAND JOURNAL of MEDICINE

SOUNDING BOARD

The Magic of Randomization versus the Myth
of Real-World Evidence

Rory Collins, F.R.S., Louise Bowman, M.D., F.R.C.P., Martin Landray, Ph.D., F.R.C.P,,
and Richard Peto, F.R.S.

Nonrandomized observational analyses of large safety and efficacy because the potential biases

elactrnnic natient datahases are heine nromnted  with recnect tn hoth ran he annreciahle Eor ey.

In summary, the replacement of randomized
trials with nonrandomized observational analy-

ses is a false solution to the serious problem of
ensuring that patients receive treatments that
are both safe and effective. The Clinical Trials

40
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BOX 7-1
Standards Needed for Evaluating Digital Health Technologies

Verification

Analytical validation

Clinical validation

Defining, describing, and understanding the data collected by these technologies
Shared methodological approaches

Data capture and interoperability

THE RoLE oF DiGITAL
HEeALTH TECHNOLOGIES
IN DRUG DEVELOPMENT

The National Academies of

SCIENCES + ENGINEERING - MEDICINE
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Decentralized,

2018ﬂ5Hﬁ
i—?vll.

TABLE. Comparison of Clinical Trial Approaches

Before, During, and After the COVID-19 Pandemic

Characteristic

Recruitment

Consent

Study visit
location

Access to study
drug

Method of

assessing
participants

End points

Study oversight

Sponsor culture

Participant
burden
Participant
involvement

Before
COVID-19

Mainly from
sites

In person
Primarily in
clinic

Via
investigator

In person

Often
investigator-

derived

On-site

monitoring
Flexibility
viewed as risk

High

Low and late

COVID-19 = coronavirus disease 2019.

During and after
COVID-19

Mainly online

Electronic

Primarily in home

Via courier or

visiting nurse

By telephone or
video

Patient-reported or
device-captured

Remote/central

monitoring

Flexibility viewed
as strength
Moderate

High and early

clinical trials

Jew Normal in Clinical Trials:
Decentralized Studies
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Figure 1 Comparative characterization of traditional vs. decentralized clinical trials.

Khozin S and Coravos A. Clin Pharmacol Ther 106 (1): 25-27, 2019 (July)
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Pragmatic Trials (EMBEBRKAER) O)FER%

The NEW ENGLAND JOURNAL of MEDICINE

RECOVERY trial

‘ ORIGINAL ARTICLE ‘

Dexamethasone in Hospitalized Patients The NEW ENGLAND JOURNAL of MEDICINE
with Covid-19 — Preliminary Report

‘ REVIEW ARTICLE

The RECOVERY Collaborative Group*

THE CHANGING FACE OF CLINICAL TRIALS

ABSTRACT Jeffrey M. Drazen, M.D., David P. Harrington, Ph.D., John J.V. McMurray, M.D., James H. Ware, Ph.D.,
and Janet Woodcock, M.D., Editors
BACKGROUND . .
Caranavirns disease 2019 (Covid10) is assaciated with diffuse lung damage. Gluco- Pragmatic Trials

NEJM Ju'y 17 2020 e_pub ited lung injury and thereby reduce

lan Ford, Ph.D., and John Norrie, M.Sc.
Fﬁ?’wﬁﬁl Eﬁ or Biostatis- RAGMATISM IN CLINICAL TRIALS AROSE FROM CONCERNS THAT MANY
[ 8] R/ ]ER < ] “EROWS-F-}’ trials did not adequately inform practice because they were optimized to
- re Random- . . . .
. Eﬁ%s m%&ﬁglz;é ﬁ%gﬁ ‘iﬂiﬁj’ < Research determine efficacy.! Because such trials were performed with relatively small

1, Aberdeen  samples at sites with experienced investigators and highly selected participants,

. Web—éo) ﬁ*ﬁgﬁﬁ%'@'*s &—X%/{_‘/d) gF'gpdE:tot?é they could be overestimating benefits and underestimating harm. This led to the

f“ itics, Univer- belic?f that more Pragmatic tr.ials, designed to show. the real-x:vorld effectiveness of
ﬁﬂﬂﬁﬁﬁﬂd) E FFHIE E (- l, d OrrBldg, the intervention in broad patient groups, were required. Medical researchers, both
[Fﬁﬁfw%%ﬁﬁ] ingdom, or - academic and commercial, must deliver health care innovations (drugs, devices,
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