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Al - FUES HBEAGERE

4th Joint Conference of Taiwan and J apan on Medical Products
Regulation (tentative)
https://www.pmda.go.jp/english/symposia/0097.html

Host

Taipei Economic and Cultural Representative Office in Japan

Interchange Association, Japan

Support:

Pharmaceuticals and Medical Devices Agency(tentative)
Taiwan Food and Drug Administration

Center for Drug Evaluation

[ Pharmaceuticals Associations }

Japan Pharmaceutical Manufacturers Association (JPMA)

Japanese Chamber of Commerce & Industry Taipei

Taiwan Pharmaceutical Manufacturers Association

Taiwan Research-based Pharmaceuticals Manufactures Association
International Research-based Pharmaceutical Manufacturers Association
Taiwan Generic Pharmaceutical Association

Chinese Pharmaceutical Manufacture and Development Association
Japan Self-Medication Industry

Asia-Pacific Self-Medication Industry

[ Medical Devices Associations )

Japan Federation of Medical Devices Associations (JFMDA)
Taiwan Medical and Biotech Industry Association

Taiwan Federation of Medical Device Commercial Associations



Day 1: 7th December 2016

Venue: Nihonbashi Life Science HUB (Joint session and pharmaceuticals/ Health Insurance
session), Nihonbashi Life Science Bldg.10F (Medical devices session) -

Joint Session

08:30-09:00 Registration

Opening Remarks

Mr. Hitoshi Funamachi, Senior Executive Director, Interchange Association,
Japan AHT{CE AmBEEZARRGES

Mr. Hou-Chun CHANG, Director, Economic Division, Taipei Economic and

Cultural Representative Office in Japan
REA SIbBER&EERRE

Mr. Kazuhiko Mori, Councilor, MHLW & HZ EH8

Dr. Shiow-Ing Wu, Deputy Director-General, TFDA

09:00-09:30 SRy AOEYSES
Mr. Tadaharu Goto, Director General, JPMA
HERE HXRETXEGE
Mr. Tung-Mao Su, Standing Director, Taiwan Pharmaceutical Manufacturer’s
Association BRR% EEBEEHE
Mr. Koji Nakao, President, JFMDA R EES BABBMRERESS
Mr. Chi-Chung Huang, Chairman, Taiwan Medical and Biotech Industry
Association REIR EEBEELRBMEELS
Memorial Photo Taking
TFDA : REIZRFY - THRNKE - TARIAE - KelARIW
09:30-09:40 CDE : BT RIS

BIEE  HESHE - EEEES
E - HES - B
BORER : BAEEM




IRegulatorv Updates for Medical Products in Japan and Taiwan
(Moderator: Mr. Yoshihiko Sano (MHLW)) AHEE ESE

(1). Currently regulation amendments and future prospects

(2). Experience sharing on new medical product regulated
1. Dr. Toshiyosi Tominaga, Associate Executive Director for International

09:40-10:40 ,
Programs, PMDA (25min)
SXEE BUTBEZABEnBENRESHE
2. Ms. Chao-Yi Wang, Director, Division of Medicinal Products, TFDA
(25min) TIKE BEREVERE
3. QandA (10min)
10:40-10:55 Coffee Break
Parallel Session (Pharmaceuticals)
Moderator: Ms. Chao-Yi Wang (TFDA) Tk BEREYSEE
WGs Progress Report
-New drugs
Dr. Yi-Chu Lin, Section Chief, Division of Medicinal Products, TFDA
(8min) M2 EMEYEESE
-GCP
' Dr. Hideaki Ui, Division Director, Office of Non-clinical and Clinical
Compliance, PMDA (8min)
FHIEE BUTBEEABERBEERESHE
1055115 | OnC OEs

(8min) EEHE ERENERS

-OTC drugs
Mr. Fumihito Takaﬁashi, Assistant Director, Office of International ,
Regulatory Affairs, MHLW (8min) 53X A ESEEE S FHEBES
#H '

-Generic drugs
Mr. Naoyuki Yasuda, Office Director, Office of International Programs,
PMDA (8min)
ZHiEZ BUTBEABERBERRIASHE

6

Mr. Hung-Jung Lien, Section Chief, Division of Medicinal Products, TFDA




Panel Discussion (20min)

11:55-13:00

Luncheon

13:00-13:50

Moderator: Mr. Naoyuki Yasuda (PMDA)
ZHidz BUTBEABEMBERSESHEE
1. New Strategies and Technologies '
(1) 3D printing
Prof. Jeng-Ywan Jeng, National Taiwan University of Science and
Technology (20min) Bf1F T =&AL
(2) Electronic tools used in safety measures
Mr. Atsushi Noguchi, Coordinator, Office of Medical Informatics and
Epidemiology, PMDA (20min)
BFOH BUTBCEABEMBEKGRESEE

Panel Discussion (10min)

13: 50-15:05

Moderator: Dr. Churn-Shiouh Gau (CDE)

=A% MEEABZRERPL

2. Experience Sharing on maintaining safety and quality of
pharmaceuticals

(1) Regulatory perspective

- API regulation and post-approval change: Current management in Taiwan

Mr. Heng-Jung Lien, Section Chief, Division of Medicinal Products,
TFDA (15min) BEE BSREYSEE

- Description and comparison of the demanded document of API for the '

application of registration of generic medicine
Mr. Ryosuke Kuribayashi, Chief Reviewer, Office of Generic Drugs,
PMDA (15min)
EMRH BUTBEABEMBERERESHE

- Consideration point of post-approval change

Mr. Gou Yamamoto, Deputy Director, Pharmaceutical Evaluation
Division, MHLW (15min) tLZA&R EZ&E
(2) Industry perspective

- Post-approval change application

Dr. Alice Hsu, Standard Chemical & Pharmaceutical Co, TW (10min)
R S EBHERHBRAE

- Post-approval change application

Mr. Tomoneri Nakagawa, Asia Project Leader, GMP Sub Committee,




Quality & Technology Committee, JPMA (10min)

Panel Discussion (10min)

15:05-15:20

Coffee Break

15:20-16:20

Moderator: Mr. Yoshihiko Sano (MHLW) A FEZ B4

3. Post-marketing Management

(1) Safety information (including vaccine) report and research in Japan
Dr. Daisaku Sato, Division Director, Safety Division, MHLW(15min)
EBAE E5E

1(2) Adverse Event Reporting

- Current Status and policy direction on “Adverse Event Reporting”
Ms. Wen-Wen Chen, CEO, Taiwan Drug Relief Foundation (15min)
- BXE MEEAEENEESS

- Current Status and policy direction on “Adverse Event Reporting”

Ms. Mariko Tsukuda, Reviewer, Office of Safety I, PMDA (15min)

EHENT BUTBEABERBRERESHE

Panel Discussion (15min)

Parallel Session (Health Insurance)

16:20-17:20

Moderator: Mr. Yoshihiko Sano (MHLW) EB=2Z B4

Update on regulations in NHI pricing and related policy

-Current update in NHI policy and future directions
Mr. Hiroaki Mamiya, Section Chief, Pharmaceutical Affairs Division,
MHLW (20min) B=E5hAR EH&

-Current update in NHI policy and future directions
Mr. Chang-Jr Chen, Specialist, Division of Medical Review and
Pharmaceutical Benefits, NHIA (20min) EEE P RBERKRS

Panel discussion (20min)

Pharmaceuticals &Health Insurance

17:20-17:30

Closing Remarks
- Ms. Chao-Yi Wang, Director, Division of Medicinal Products, TFDA
THE EmEYERE
- Dr. Toshiyoshi Tominaga, Associate Executive Director, PMDA
BXEERE BUTBEABEMEREERASHE

18:00-

Welcome Reception (JPMA Bldg. 10F)




Parallel Session (Medical Devices)

|Moderat0r: Ms. Yumiko Aoyagi (both session 1&2) (MHLW)
i+ BSE

1. Progress of Product Registration WG _

- Dr. Ta-Jen W, 'I‘echnical Specialist, Division of Medical Devices and
Cosmetics, TFDA (20min) 2 KT BERENEEE

11:15-12:25 | Panel Discussion (15min)

2. Progress of QSD/QMS WG
- Mr. Katsuya Sawadaishi, Inspector, Division of Medical Devices, Office of

Manufacturing/ Quality and Compliance, PMDA (15min)
ZEHABT BUTBEABEMBEEERESHE

Panel Discussion (20min)

12:25-13:45 . Luncheon

Moderator: Mr. Ming-Shin Lee, Director, Division of Risk Management,
(Taiwan FDA) ZFEAE EmEMEERE
3. Information sharing on recent topics
- Software validation
Mr. Tzu-Wei Li, Industrial Technology Research Institute of Taiwan
(20min) E£FE TSR REP D |
13:45-15: 30 Mr. Keiichiro Ozawa, FUJIFILM Corporation (20min)
- In Vitro Companion Diagnostic Devices
Mr. Tzu-Wei Li, Industrial Technology Research Institute of Taiwan
(20min) FFE THfRERHMERED O
Ms. Yumiko Aoyagi, Deputy Director, Medical Device Evaluation Division,
MHLW (20min) =1l kb & F J_ 58
Panel Discussion (25min)

Closing Remarks

- Ms. Yu-Roo Chu, Deputy Director, Division of Medical Devices and
15:30-15:40 Cosmetics, TFDA REil RmENEEE
-Dr. Jun Kitahara, Division Director, Office of International Progra:ms PMDA
bRE&E BUTBUZABEZRBEASASHE

15:40-16:00 Coffee Break

Closed Meeting
16:00-17:30 [I. Product Registration WG closed meeting
2. QSD/ QMS WG closed meeting

18:00~ Welcome Reception (JPMA Bldg. 10F)




Day 2: Closed Session: 8th December 2016
Venue: Shin-Kasumigaseki Building, PMDA
14F Meeting room 23 (Pharmaceutical),
19F Meeting room 41 (Medical Device, Health Insurance)

Medical device

(09:00-10:20 Taiwan- Japan Regulatory QMS/QSD WG:
1. To confirm and finalize the content of EOL
2.  Future collaboration issues
10:20-10:40 Coffee Break
10:40-12:10 Taiwan- Japan Regulatory Product Registration WG:
1. Toreview the discussion of the previous day closed meeting
2.  Future collaboration issues
12:10-13:10 Luncheon
Health Insurance
13:30-16:00 Topics proposed by TW
— Home care service
— The application of DPC in hospital management
— The price setting of TPN items
Topics proposed by JP
— Actual application of current PVA and HTA in TW
— Current timeline for NHI pricing and actual days spent for new drug pricing
— Direction for minimize the discount in transaction for pharmaceuticals at
hospitals
— Current status for &3 732 (Separation of dispensary from medical
practice)
— Current frend in pricing level of new drugs compare with A10 countries
Pharmaceutical
09:00-10:20 Restructuring of WGs
(1). Discussion of restructuring of current 5 WGs into 3
(2). Goals and missions to each WG
10:20-10:40 Coffee Break
10:40-12:00 New drug review:

(1). New drug issue

10




Pharmaceutical

® Progress report (TW)
® Discussion of drug responsiveness in Asian populations using products
approved at different doses in the US, EU, and Japan as an example.
(2). GCP issue: '
®  Progress report (JP)
® Discussion of the possibility for achieving final goal (mutual acceptance
on GCP inspection report) under current situation |
(3). Discussion of 2017 action items
® Confidentiality Agreement

12:00-13:00

Luncheon

13:00-15:00

Generic drug and OTC session:
(1). Generic drug issue
® Progress report (BE issue) (JP)
® Discussion of the possibility for achieving final goﬁl (acceptance on
Taiwanese BE report) under current situation
® AOBs
(2). OTC issue:
® Progress report - OTC (TW)
-OTC (IP)
® Experience sharing on how to increase OTC review efficiency and
accelerate OTC approval
(3). Discussion of 2017 action items

15:-00-15:20

Coffee Break

15:20-16:00

Information Sharing:
(1). Post-marketing surveillance issue:
® Confirmation of establishing rapid communication window for
post-marketing surveillance information
® Discussion of which kind of information could be shared:
- Adverse event
- Recalled drug product
- Withdrawed drug product
- Serious drug product defect
® Discussion of the selection criteria for information sharing
(2). AOBs
(3). Discussion of 2017 action items

16:00-

Wrap-up

11
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— ~ Current update in NHI policy and future directions

Hiroaki MAMIYA, Section Chief
Economic Affairs Division Health Policy Bureau, MHLW, JP

— ~ Update in NHI Policy and Future Directions
Chang-Jr Chen, Specialist

Medical Review and Pharmaceutical Benefits Division

NHIA, MOHW, Taiwan

23



(] o For people, for life, for the future
Ministry of Health, Labour and Welfare

Current update in NHI policy and future directions

Hiroaki MAMIYA

Section Chief
Economic Affairs Division
Health Policy Bureau
Ministry of Health, Labour and Welfare
Government of Japan

QOutline

1. Drug Price Standard system
2. The reform of drug price system in FY2016
3. Emergency measures for drug price

4. Health Technology Assessment




National Health Insurance Drug Price Standard

ltems and prices of drugs usable in insurance-covered healthcare,
specified by the Minister of Health, Labour and Welfare

(common for all medical insurance systems, including health insurance, National Health
Insurance {NH1), and various mutual aid systems)

e |tem list

— A doctor or pharmacist operating under the health insurance program, in principle,
must not use drugs other than “Drugs the Minister of Health, Labour and Welfare
specifies”. .

— Items listed in the NHI Drug Price Standard are stipulated as “Drugs the Minister of ‘
Health, Labour and Welfare specifies”.

= NHI Drug Price Standard specifies drugs usable in insurance-covered healthcare, and
functions as an item list. '

* Price table

— When an authorized medical institution or pharmacy operating under the health
insurance program makes insurance claims, the drug charge shall be calculated based
on the price specified in the NHI Drug Price Standard.

= NHI Drug Price Standard specifies the claimable amount of drugs used in insurance-
covered healthcare, and functions as a price table.

Outline of current drug price standard system

1. The Drug Price Standard specifies the price of drugs when paid from
medical insurance to authorized medical institutions or pharmacies

operating under the health insurance program (insurance medical
institutions).

2.  The Drug Price Standard is announced by the Minister of Health,
Labour and Welfare, based on “Drug Pricing Standards” issued by
the Central Social insurance Medical Council on February 10, 2016.

3.  Prices specified by the Drug Price Standard is periodically revised
based on the results of a survey (drug price survey) on the actual
selling price (market price) to medical institutions and pharmacies.




New drugs price determination process

(Pharmaceutical approval)
w

“NHI price listing application Opinion of NHI price listing
3 applicant who desires to |

ER Lt T express opinions )
_;r‘g_anization]‘*;i_/

v
Notification olf pricing plan In principle, within
¥ 60 days, within 90
C No complaint ) C ;Complaint ) days at latest
-
Submission of appeal document

¥ ———

an Drug Prlcmg Organlzatlonb
¥ ——

Notification of investigation result
v . A .
Report and approval of pricing plan at general meeting of CSIMC*
* "% Central Sotial Insurance Medical Counci

NHI price listing (4 times per year) -

Organizations of Central Social Insurance Medical Council involved in drug pricing

General meeting

{started in 1950}
Relort
Relort Special Committee on Drug Prices (formed in 1990)

» Investigates and deliberates specialized matters related to the reform of drug
pricing system
+ Prepares drug price standard and report to the general meeting biennially

Re'ort

Drug Pricing Organization {formed in 2000)
» Consists of experts of medicine, dentistry, pharmaceutical sciences and medical economics
« Examines the following for individual products in accordance with drug pricing rule and report to general
meeting
— Pricing of new drugs(listed 4 times a year) '
— Examination of premium rate for re-pricing following market expansion, efc. (every 2 years)
— Others (examination of drug classification, etc.)(as needed)
« Summarizes opinions for reform of drug price system and report to Special Committee on Drug Prices (every
2 years)




1} Price revision of generic drugs to he newly listed

€ It shall be “50% of the original product (for oral medicine, 40% if the number of brands exceeds 10})".
4 It shall be the same as before for biosimilar.{70% of the original product }
{Both approved at a general meeting of the Central Social Insurance Medical Council on December 25, 2015)

s T e

* When exceeding 10 brands

{2) Price revision of generic drugs already listed

Measure . .

@ In the next drug pricing system reform, the drug price shall be calculated as below for all listed product groups where the
composition, dosage form and specifications are the same, frem the viewpoint of promoting the use of generic drugs
{(Approved at a general meeting of the Central Social Insurance Medical Council on December 25, 2013)

{1) For a listed item whose calculated amotnt becomes below 30% of the maximum price, it shall be the weighted average for all relevant items (general name).
{2} For a listed generic item whose calculated amount becomes 30% or more and below 50% of the maximum price, 1t shall be the weighted average for all relevant

items (by brand).
{3) For a listed generic item whose calculated amount becomes 50% or more of the maximum price, it shall be the weighted average for all relevant items (by brand).

.......... -
* Uniform price in units of 3% for product group z 3
. q, (o)
; exceeding 30% 3 3 l Uniform price for product at 30-50% @
£ " - o @ 5 g8
Uniform price for product in 20-30% & = = General name and uniform price for product °¢m%

° less than 30%
7

generics

* Revision of drug price that promotes replacement of drugs listed for a long time with

4 “Exceptional reduction” shall be applied to individua! brand name products that have not been appropriately
replaced by generics even after 5 years of listing of these generics.

4 The percentage of exceptional reduction is shown below. .

» Price reduction of brand name products with less than 30% of replacement rate by generics : 2.0%

+ Price reduction of brand name products with less than 50% of replacement rate by generics : 1.756%

» Price reduction of brand name products with less than 70% of replacement rate by generics : 1.5%

Price

A

Brand name -
products <_L) Moare than 5 years
Avyen ~ ’

v ) -

Reduction due to _{
prevailing market

Pom o o v o— —

price
:L Exceptional reduction
L
T » R s
& oo .
T Launch of generics First revision when Syears Time

or.more have passed
since the generics were
listed

Price listing of new
drug




“Premium to promote the development of new
drugs and eliminate off-label use” (1)

* Purpose

For new drugs for which generic drugs are not marketed and that
satisfy certain requirements, promotes solution of problems such as
the pressing matter of off-label drugs and accelerates discovery of
innovative new drugs, by temporarily delaying the reduction of
drug prices based on the market price for the period until generic
drugs are marketed.

(Approved by Central Social Insurance Medical Council on December 21, 2011)

“Premium to promote the development of new
drugs and eliminate off-label use” (2)

1. Range of new drugs subject to the premium
Those that satisfy the requirements (1)-(3) below.

Excludes those containing compounding agent for internal medicine {excluding HIV drugs) to which a corrective premium was not applied at
the time of NHI price listing and where 15 years have passed since NHI price listing or a generic drug is marketed.

(1) New drug for which no generic drug is marketed (up to 15 years after NHI price listing)

(2) Those where the deviation rate of the market price to the drug price does not exceed the
weighted deviation rate average of all listed drugs :

(3) Those marketed by a marketer that developed or is currently developing off-label drugs to which
development is requested based on the results of deliberations at an Unlicensed Drugs Review
Meeting, or that applied for items to which development was publicly invited and carried out or is
carrying out activities toward development, or those marketed by a marketer that is carrying out

research and development of “drugs that truly contribute to improving the quality of medical

services” separately from such items

2. Formula
Amount calculated by the rules

in Chapter 3, Section 1 for the . e . .
listed item (drug price after X {Average deviation rate for all listed item — 2/100) X 80/100
normal drug price revision) D

241%
(FY2014 4.94%)

* Limited to FY2014 revision, upper limit is 108/105 of the pre-revision drug price.




FFramework of the reform of drug price system in FY

(approved in the general meeting of Central Social Insurance Medical Council on Deceber 25,2015) _____

Continued trial implementation of price premium for promotion of new drug development and resolution of off-label use, etc.

unapproved and off-label drugs are publicly invited.

The trial implementation of the price premium shall be continued as innovation through the
development of drugs that contributes to the growth strategy is promoted, and new requests for

After the reform of drug price system in FY2016, we will confirm how far the development of
unapproved and off-label drugs is proceeding and evaluate concrete results of R&D of new
\medicine.We will also examine how the premium system should be in the future.

Price of a new drug with the price premium

Price
Brand hame
product—

Price of the new drug
if price premium is not applied
Piceofthenewdrigif
[ x0.5 = price of generic

P 3

price premium is not applied ~

Reguirement: divergence rate of prevailing market price does not exceed

the weighted average of divergence rate of all listed drugs

Price premium

Reduction due to prevailing market
price of the brand name product

) s

, T
Price fisting of new drug

"

s ~r
Launch of generics or  First price revision after Time
15 years from listing launch of new generics 1

“Re-pricing following market expansion” for the drugs with huge annual sales

r - ) i
[Now (Previous) ] ‘ [Revised] h
Price will be reduced when annual sales of a drug exceed its The drugs with huge annual sales will be treated
\_estimated figure to some extent. as an exception of the current rule. )
Ex)New drugs caleulated using First revision when 10 years or .. " Annual sales . Annual Sal_és' S
cost accounting system more have passed since the drug 100~ 150 billion yen abgye 150 billion yén
was listed 1 RA0L g Shove 1 ofthe’
: e — Above 150% of the Above 130% of the:
price revision - Above 15U%( Above 130% ot the'
_ estimates estimates " .
100 yen p -
98 yen 98 yen 100 Up to 25% price down Up to 50% price down
95 yen o 160 b
— 90 1500 #
" Above 200% of the éstimates. - Annual sal
250 cooand L e 1300 nnual sale!
-above 15 billor yen 80 =
] ; —_
| .or 7 & °§-
= 200 R P U o = < Annual sales
g Above 1000% of the estimates . - Ll £
= o Tand L ] £
é " above 10 biflonyen: ‘§_ o) 1000
Easppmmmmmmmmmmm - —=o Flit-—-- 2 %
3 o o
S wn
g =B
[} 100, | | g
S 4 g <
c 80
b 500
Annual sales
fimated annual sales
1year  3%year 3¢year  4%year  SMyear 12




TFramework of the reform of drug price system in FY2016]

(approved in the general meeting of Central Social Insurance Medical Cauncll on December 25,2015)

I Price revision of drugs already listed

. h

3. Basic drugs

The system named “Basic drugs” is designed to prevent the drug from being minimum-—
priced or being subject to the rule of re—pricing unprofitable products.

As a trial implementation in the FY2016 drug pricing system reform,prices on those that
meet all the requirements below will be fixed at that of a brand with biggest sales The

price will be maintained while they are authorized as basic drugs.
(@ 25 years or more passed after NHI price listing and each deviation rate of the market price to the drug

price of a certain brand and drugs with same ingredient does not exceed the average deviation rate of
all listed drugs,
@ Having a multiplicity of uses for example, to be listed in general guidelines and widely used at medical
institutions
@ drugs formerly subject to the rule of re—pricing unprofitable products
unti-pathogenic organism drﬁgs and narcotic drugs forming the basis of health care for a long time
Profitable drugs are excluded from the basic drugs category. As for basic drugs,stable
\ supply should be maintained while the prices are maintained. ;Kf

Subject of basic drugs at the reform of drug price
system in FY2016

The prices of basic drugs will be fixed at that of a brand with biggest sales
and the price will be unchanged while they are authorized as basic drugs.

Subject: 134 ingredients 439 items

AMOLIN FINE GRANULES various infections
pathogenic 51(160) EBUTOL Tablets pulmonary tuberculosis etc
organism ' Retrovir Capsules HIV infection
ARASENA-A for LV. Infusion herpes simplex encephalitis etc
: MS Contin pain relief of cancer with severe pain
narcotic drugs 6(15) MORPHINE HYDROCHLORIDE | pain relief or sedation when suffering |
INJECTION from severe pain etc
HYDANTOL POWDER epileptic fit -
. THYRADIN-S POWDER cong_enltal hypothyroidism
Unprofitable multiple myeloma etc
77(264) Endoxan L
products PAM organophosphorus agent ponsgnmg
SOLDEM 3 zfchydratlon when unable to intake orally

3% categorize as Unprofitable products when the drug can also be categorized into other categories 14




Response to expensive drug

Issues

{1) Measures towards drug pricing reforms

(i} Response to large expansion of market scale due to additional indication, etc.

O In the current drug price system, this situation that market scales are largely expanding because of
additional indications and additional dosage and administration is not anticipated. In the first place, a system
which can respond to these situations has to be established for the drug price system consisting of price
determination by comparable drugs and cost accounting system.

(i) _Response to the drug with very large market scales ,

O Furthermore, not only for the drug whose market largely expanded because of additional indications but
also for the drug with very large market scales from the beginning of NH! listing, the following points are
needed to be examined based on the compatibility between maintaining of universal health insurance
coverage and promotion of innovation.

» Establishing the scheme to promote the optimal use of pharmaceutical products and optimize the benefit
pertaining to drug under the cooperation between Pharmaceutical Safety and Environmental Health Bureau
and Health Insurance Bureau

* In addition to drug pricing scheme based on the results of the examination on the experimental
introduction of cost benefit assessment, the response considering not only the market scales but also the
characteristics of the pharmaceutical products, the comparison with cost pertaining to the previous
treatment, etc. is necessary.

Documents prepared by Central Social Insurance Medical Council July 28, 2016
15

Response to expensive drug (continued)

(2) Current response

(i) Special response pertaining to drug price

O In parallel with radical revisions of the issues mentioned above, special response pertaining to
the drug (Opdivo) which could not make it in time of the examination of recalculation on price
revision in 2016 and whose market largely expanded because of additional indications, etc. is
need to be examined.

{ii}_Handling for promoting optima! use.

O The examination is ongoing under the cooperation between Pharmaceutical Safety and
Environmental Health Bureau and Health [nsurance Bureau. Handling of the guidelines {GL for
promoting optimal use) in the health insurance system to promote the optimal use of the
pharmaceutical product with a novel mechanism of action is needed to be examined.

Documents prepared by Central Social Insurance Medical Council July 28, 2016
16




Emergency measures for drug price (i) T o

1. Background

O Recently, the innovative drugs with high unit price and very large market scales such as some anticancer drugs have
arisen. Some of them are the drugs whose markets largely expand than originally anticipated due to the additional
indications and additional dosage and administration.

O On the other hand, basically, price revision is conducted once in 2 years according to drug price survey.

A sudden and substantial change of this rule will significantly damage the predictability of the management in
pharmaceutical corporations. Therefore, in principle, we establish the system which can respond to these
circumstances towards the price revision in the fiscal year 2018.

O However, for the drug whose market largely expands beyond initial expectation because of additional indications and
additional dosage and administration, because to maintain this drug price until the drug revision in the fiscal year
2018 greatly impacts health insurance finance, we will take emergency measures.

2. Issues and specific measures’

O This emergency measure is for the response of the rules other than that of the past price revision,
and it is appropriate to respond to a limited range of the drugs based on the concept of conventional scheme.
QO Thus, in this emergency measure, the target drugs are as follows: (1) the drug with long period from its market
expansion to next price revision; (2) the drug with significant degree of market expansion.

Specifically, for (1), the target drug is the drug with the duration until next revision is more than 2 years and
whose additional indications, etc. was approved in between the following month of the month in which drug price
survey was conducted to the time of price revision; and for (2), the drug whose annual sales in the fiscal year 2016
are more than 100 billion yen (requirement of the market scale in repricing for market expansion (exception)) and
the annual sales are 10-fold or more of forecasted annual sales at the time of NHI listing (the most severe applicable
requirement of the ratio of market expansion for repricing for market expansion).

C Also, because the price survey was not conducted, the forecasted total sales of each corporation were used for
confirmation of the market scales.

O Based on the above, measures will be taken as follows.
: 17

- .. Special Committee on
Emergency measures for drug price (ii) o D Prcest,
Medical Council
Nov. 16, 2016

[Criteria of the emergency revision of drug price in the fiscal year 2016]
(1) The drug price shall be revised for the following drugs:
a. The drug listed in the NHI price list whose partial change of indications and dosage and administration was approved
between October 2015 and March 2016
b. The drug listed in the NHI price list whose company forecasted annual sales (drug price basis) in the fiscal year 2016
are more than 100 biliion yen and the company forecasted annual sales are 10-fold or more of the forecasted annual
sales at the time of NHI listing

_ {2) Caleulation method for emergency measures
O When emergency measures are taken, based on the fact that the measures themselves are not included in the current rules,
and drug price survey will not be conducted in this fiscal year, it is reasonable to use the existing concepts as much as possible.
The concept of repricing for market expansion according to the existing pricing rules shall be applied.
O However, because drug price survey is not conducted in this emergency measure, the company declared total sales, etc.
(forecasted total sales, etc. in the fiscal year 2016) shall be used at a maximum as the total sales in calculation formula.
O Based on the ahove, measures will be taken as follows.

[Criteria of the emergency revision of drug price in the fiscal year 2016]

(2) Drug price will be revised to the price calculated by the formula designated in Annex 6-2 in the Criteria of Drug Pricing
(approved by Central Secifal Insurance Medical Council on February 10, 2016). In the calculation, the company
forecasted annual sales (drug price basis), etc. shall be used as annual sales.

a (corrected additional rate) shail not be applied(*).

(* (corrected additional rate): The corrected additional rate which is calculated in the method of usefulness premium (1) for h
the drug listed in the NHI price list. In this case, the true clinical utility of the drug listed in the NHI price list has been
directly verified by additional indications pertaining to children or rare diseases, etc. or by the accumulated survey results
after marketing.

* @ (corrected additional rate) in the repricing for market expansion shall not be applied based on the following reason:
This response is an emergency measure with consideration of the impact on the health insurance finances and the drug
price will be reviewed again in the fiscal year 2018 (refer to 3. Emergency measures in relation to the revision in the fiscal J
year 2018,

18




Emergency measures for drug price (iii) c"olmsgpf"lé‘mﬁ

Medical Couneil
Nov. 16, 2016

(3) Timing of implementation of drug price revision in the emergency measures
O In consideration of the impact on the health insurance finances, it is necessary to revise the drug price as soon as possible.
O At the same time, from the viewpoint of smocth implementation in medical practices such as inventory control in the medical
institutions ete., the duration between the notification and application of price revision should be 2 months or longer.
O Based on the above, measures will be taken as follows,

[Criteria of the emergency revision of drug price in the fiscal year 2016]
{3) Drug price revision shall be nofified sometime in November 2018 and applied from February 1, 2017.

(4) Other .

QO In this emergency measure, it is also necessary to give the phammaceutical corporations the opportunity for submitting
a dissenting opinion about drug pricing.
In addition, the drug pricing in this emergency measure is nothing more than applying the annual sales to the given farmula,
Therefore, the drug pricing shall not be examined by the pricing organization.

[Criteria of the emergency revision of drug price in the fiscal year 20186]
(4) The pharmaceutical corporations can submit a dissenting opinion about calculated drug price.

3. Emergency measures in relation to the revision in the fiscal year 2018

O In the revision in the fiscal year 2018, drug price system will be reviewed to be able to respond to the innovation as well as
maintaining the sustainability of health insurance and also to respond to the circumstance in which the market scales largely
expand because of additional indications, etc.

O Also, in the revision In the fiscal year 2018, after the total saies calculation based on the assumption without the adjustment of this
price reduction according to the drug price survey in the fiscal year 2017, repricing of the target pharmaceutical products of this
emergency measure according to the revision of the drug price system in the fiscal year 2018 will be conducted separately.

19

Emergency price revision oot o o

Central Social Insurance
Medical Councll

in the fiscal year 2016 Nov. 16,2016

1. Target items

[Criteria of the emergency revision of drug price in the fiscal year 2016]
(1) The drug price shall be revised for the following drugs:

a. The drug listed In the NHI price list whose partial change of indications and dosage and administration was approved between
October 2015 and March 2016

b. The drug listed in the NHI price list whase company forecasted annual sales (drug price basis) in the fiscal year 2016 are more than
100 billion yen and the company forecasted annual sales are 10-fold or more of the forecasted annual sales at the time of NHI listing

O Ministry of Health, Labour and Welfare extracted the drug which applies to the requirement in a. above and confirmed wﬂh the manufacturer
if the relevant drug applies to the requirement in b. above. The manufacturer replied that the following praducts applied to the requirement b.

Product name Manufacturer name

Opdivo intravenous infusion 20 mg . - g
Opdivo intravenous infusion 100 mg o ONO PHARMACEUT!CAL ca., LTD s

Q We suggest conducting the emergency price revision in the fiscal year 2016 for the relevant product.

2. Calculation

[Criteria of the emergency revision of drug price in the fiscal year 2016]
{2) Drug price will be revised to the price calculated by the formula designated in Annex 6-2 in the Criteria of drug pricing (approved by

Central Social Insurance Medical Council on February 10, 2016). In the calculation, the company forecasted annual sales (drug price
basis), etc. shall be used as annual sales.

a (comrected additional rate) shall not be applied.

O Company forecasted annual sales of Opdivo intravenous infusion that apply to (1) were announced to be 126 billion yen in invoice price
(shipped price)} basis. In consideration of distribution cost, consumption tax, the rate of deviation as well as additional indications in the future,

the total sales are estimated to be more than 150 billion yen (drug price basis) in the fiscal year 2016 {see next page (Reference)).
On the contrary, if it is calculated according to (2), the drug price will be as follows:

_ Current drug price | Calculated drug price | Rate of change _

Opdive intravenous infusion 20 mg ; iR 200 yens T TTUIE 100 ven Y
Opdivo intravenous infusfon 160 mg P . -729849yen. . ..

i364925yen;

20




Handling of the guidelines for promoting optimal use
in the health insurance

1 Handtiing of the guidelines for promoting optimal use in the health insurance

® The Manager of Medical Economics Division, Insurance Bureau, Ministry of Health, Labour and Welfare will
notify the content of the guidelines for promoting optimal use for the pharmaceutical products whose guidelines

will be prepared as points of concern i the insurance coverage (notification of points of concern).
* In this fiscal year, the pharmaceutical products whose guidelines for promoting optimal use are experimentally prepared are
Opdiva intravenous infusion and Repatha subcutaneous injection (including similar drugs of these products)

® In the notification of points of concern, guidelines for promoting optimal use will not be cited as it is.

The mere general information etc. will be omitted from the content of the guidelines and necessary amendment
etc. from the viewpoint of the following (i} to (iii) will be made, and then items that are necessary for health
insurance system shall be specifically described:

(i) Ensuring the effectiveness of guidelines for promoting optimal use

(i) Insurance coverage based on the economic efficiency and

the characteristics of pharmaceutical products
(i} Physician's discretion in the clinical practice

2 Procedures before the issue of the notification of points of concern

@ Following the establishment of the guidelines for promoting optimél use, the contents mentioned above shall be
promptly discussed in the general meeting of Central Social Insurance Medical Council, and the notification of

points of concern shall be issued.
* The final draft for Opdivo intravenous infusion is planned to be prepared by the end of this year

® Transitional period shall be exercised because the time from the issue to the application of the notification of
points of concern is necessary from the viewpeint of inventory control in the medical institutions etc.
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H Trial implementation of the cost—effectiveness assessment f

> We established “Special Committee on Cost-Effectiveness Assessment” as a branch of Central Social Insurance Medical
Council ,out of concern for fiscal impact of growing expensive healthcare technologies. In the FY2016 drug pricing system
reform, the cost-effectiveness assessment shall be introduced on a trial basis to evaluate medicine and medical instruments.

< Discussion at Central Social Insurance Madical Council(CSIMC)>
2012.5 Establishment of “Special Committee on Cost-Effectiveness Assassment”
Discuss the relevant drugs,analytical methed, and the use of the assessments etc,referring to overseas
cases, on about ance a month basjs

2014.4~2015.11  Examine specific drugs and report the problems to the general meeting.Discuss each issue.
2015.12 Summarize how the cost-effectiveness assessment should be implemented on a trial basis.
2016.4 Trial implementation of the cost-effectiveness assessment

< The flowchart of the trial implementation of the cost-effectiveness assessment (Outline)>

[ Rules of the cost=effectiveness assessment E... st et s o O e
I FEIR g i e e e - L L ~ :Y.:nﬂwfy estab]ished i '.X The marketers of neW|V- )
- . o Cost-Effectiveness Assessment 1 listed drugs also need to submit
specify the subjects at the beginning of Fr2016 B Organizatio R data for future discussion
i though the data would not be
used to adjust the price.

. The resulis of the
=apcssessments by the
i organization

i

; Dat -
ata _

i submission Re-analysis by

i

i

the third party

from marketers J°

O ey SR KR BN M e ki

Drug Pricing Organization/

. . . . B o o e s ot e FY2018 drug pricing
Medical Materials Pricing Organization )

system reform
Approval

in CSIMC
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Adjust the price

Prepare the revised price plan for certain drugs
based on the results

Pricing plan
by re-pricing following market expansion etc gp




~ How the drug industry should be

m It is important to assure virtuous cycle in which we gain a sizable profits that corresponds
to the risk and the innovation of new drug development before steadily switching to generic
use through market mechanisms following the expiration of patent,and reinvest the profits
in another development of innovative new drugs.

Sales
A

Pre-introduction of

! Reinvest in R&D of new drugs and unapproved drugs etc . v—
' - : premium

wm mm ®m Post-introduction

Y Accelerate development of innovative new
drugs

Recover research

and development "% Reduce unapproved and off-label drugs

investment early Solve the problem of the drug lug

1 Switch to generic use rapidly after the expiration of patent

H m gy
: L
Launch of generics A D A NN W G

> Time

h
ra

< Patent term

- To assure virtuous cycle mentioned above,support for development of new druds
and acceleration of generic use should be promoted simultaneously. 23




Update in NHI Pohcy and
Future Directions

Chang-Jr Chen

Specialist

Medical Review and
Pharmaceutical Benefits Division
NHIA, MoHW/ Taiwan

Outline

® Payment system and pharmaceutical expense

® Pharmaceutical Benefits and Reimbursement
Schedule (PBRS)

® Health Technology Assessment in NHI

® Price Volume Agreement




i The global budget payment system was adopted to constrain the

system of financial accountability.

based on a fixed volume and range of medical services.

rapid growth in costs under the fee for-service model and institute a

Maedical providers and payers negotiate overall caps on total medical
payments with the NHI system prior to the beginning of a fiscal year

Trend of NHI Drug Expenditures
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Process for New Drug Listing Application

- Drug supplier | NHIA
: Clinical & Make
economic data —>  submission(s}
for listing
Administrative review -----—-------..  HTA
¥
> ‘Expert Committee
meeting
v . ‘
PBRS Joint Meeting —>  Decision o
o
Notify Drug supplier
of the result .
> Final
agreement_ Agree T g o
iy Publish on

. thewebsite 5

PBRS Joint Meeting

composed of stakeholders to ensure decision making for drug
listing and reimbursement

Healthcare Providers
Scholars and Experts
The Insured
Employer

Health Authority

Drug Management Agency




Two-level of
Pricing & Reimbursement Det:l5|on !

1. Expert committee: initial proposal

2. Stake Holder Committee: final decision

Three decisions of
pricing & reimbursement

1. Listing: whether the new drug will be listed in

pharmaceutical benefits scheme?

2. Pricing: how much will the new drug be paid?

3. Restriction: whether the restriction in drug

indication or pre-utilization review is needed?




Four Criteria of
Pricing & Reimbursement
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1. Relative effectiveness
2. CBA/CEA/PE
3. Budget impact analysis

4. Ethical/Legal/Social/Political Impact

Pricing for New Drugs

lowest price in A10
o * price in original country
- 2A 'Me-better * international price ratio
* treatment-course dosage
ratio
* acombination drug is priced ediatric prep
at 70% of the sum of each hical implication .
- ingredient’s price, or at the SRR P
2B Me-too : price of the single active
ingredient. : ;
Capped at A-10 median price




'A-10 reference countries

NHS Prescription Service: ] - .
UK (official website) Ex-factory price + wholesale premium

s L i Ll

Germany | ROTE LISTE {official webs;te) E)r(;jfgsﬁtgrrg g; é‘;ﬁlzr:' io‘l:fl? é?a%rsgj' l,::;( +

Belgium Centre Belge d' Informatlén Ex-factory price + wholesale premium +
g Pharmacotherapeuttque (ofﬂual webSIte) drugstore premium + value-added tax

Ex-factory price +ogistics premium
(shared by wholesalers and drugstores) +
value-added tax

Arzneimittel kompendium der schweiz
(official website)

Price of new drugs compared with A-

10 reference countries
2015 (N=40)

m A 10 medium
® A10 lowest

92.1%
77.6%
66.4%
1
(N=3} {N=16) (N=12)

Exclude:

1) None of reference countries listed (N=6)

2) Only 1reference countries listed, reimbursement price/ Price submitted by the
supplier (N=1 - 87.8%)

3) Price submitted by the supplier « (N=2 - 100%) 12




Why Need HTA ?

Decision-making Processes:

1. Assessment
2. Appraisal:

3. Decision

The Content of HTA Report

1. Comparator

2. Relative effectiveness
3. Cost effectiveness

4. Budget impact analysis

5. Summary HTA reports from UK, Canada and

Australia




Comparator

What are the existing treatment options?

® Principle of selection - drug
® C(linical guideline
® Payment status

@® Clinical practice

15

Relative Effectiveness

Is better than the existing option? What's better? How much better?

Systemic review

Head-to-head comparison is preferred
Indirect comparison is also accepted
Outcome indicator

Safety consideration

Target population

16




Cost 'Effec_tivéness

- How much to spend on the benefit? Is it worth?

inferior

Effectiveness

Costﬁigher Acceptable CE ratio threshold

- Effectiveness
: better

New drug is superior choice =

v

17
Cost lower

Cost Effectiveness

Still in the stage of capacity building (lack of local
clinical epidemiological data and cost data)

CE result from UK, Canada and Australia as
reference data

Up to 10% price plus for conducting local PE study
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Budget Impact Analysis

How much is the total expenditure? Is that affordable?

@ Verification of financial forecast provided by new
drug supplier

® Financial forecast include:
— Total new drug expense in five years of listing
— Substitution effect on other drug expense

— Saving effect on other medical claims

i9

HTA Process for
New Drug Listing Application

Submit

HTA application Application received

Assessment
completed

Opinion expressed <— Official HTA report

Do

>  Opinion from LH Get feedback




__PVA Regulations in NHI-PBRS (1)

® Article 41 Price volume agreement shall take effect if any
of the following conditions is satisfied:

1. A new drug for listing: a financial forecast provided by the drug
supplier estimates that the sales volume of the new drug will
exceed NT$200 million in any of the five years of listing.

2. Extension of reimbursement scope of an existing drug: a financial
forecast provided by the drug supplier estimates that the sales
volume of the extension will exceed NT$100 million in any of the
five years of extension.

3. The actual expenditure of a drug which does not satisfy the above
two conditions with a sales volume exceeding NT$200 million
(new drug) or NT$100 million {extension of reimbursement scope)
in any of five years after the new drug is listed for reimbursement
or the reimbursement scope of an existing drug is extended.

21

PVA Regulations in NHI-PBRS (2)

® Article 42 The term of the price volume agreement
is as follows:
The term of the price volume agreement is in principle for
five years, but nonetheless is subject to reduction or '
extension as the case may be.
® Article 43 If the price volume agreement is to be
terminated, one of the following conditions shall
be satisfied:
1. The agreement expires;
2. The drug has been delisted; or

3. Additional two or more drugs of the same ingredient(s)
with different brands have been listed during the term of

the agreement.
22




PVA Regulations in NHI-PBRS (3)

® Article 44 The price volume agreement may be
executed as follows:

1. Rebating arrangements:

Set the cap of expenditure for each observation year.
If any sales exceeded the cap in an observation year,
the suppliers shall rebate a percentage of the
expenditure to the insurer.

2. Price reduction arrangements:

Set the cap of expenditure for each observation year.
If any sales exceeded the cap in an observation year,
the reimbursement price shall be reduced.

23

PVA Regulations in NHI-PBRS (4)

3. Shared agreement:

Drugs of the same ingredient(s) with different brands or drugs in
the same category of pharmacological effects share the same
rebate or price reduction arrangement together. In the case of
rebate, the amount of rebate shall be shared according to the
ratio of the expenditure on each drug. In the case of price

" reduction, the adjustment of the price of each drug shall be
based on the same ratio of reduction.

Article 45 The cap of expenditure shall be based on the
financial forecast projected by the supplier (applicable
number of persons multiplied by the projected annual
amount) and calculated according to the tentative
reimbursement price. |

24




~ PVA Regulations in NHI-PBRS ()

@® Article 46 In the event of circumstances set forth
in Subparagraph 3, Paragraph 1 of Article 41, if a
drug of which the projected drug sales is not
qualified for price volume agreement when the
supplier makes submission but the actual drug
expenditure has met the pre-conditions of price
volume agreement in any of the following five
years after the drug is listed or the reimbursement
scope of an existing drug is extended becomes
effective, the insurer shall notify the supplier to
negotiate a price volume agreement before May 31
of the following year. (To be continued)
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PVA Regulations in NHI-PBRS (6)

® In the event that the supplier fails to complete the price
volume agreement within two months from the date of
notification by the insurer for negotiation, the drug price
shall be re-priced at 95% of the original reimbursement
price which shall take effect on October 1 of the same year.

® |f the price volume agreement fails to be concluded before
the end of July in the following year of negotiation, the price
shall be further reduced by 5%. The same principle shall
apply to each of the following years with a 5% cut in each
year until the price volume agreement is concluded or the
price has been reduced for five consecutive years.

28




Issues to be concerned

It takes time to build social consensus for choosing
an ICER threshold as the listing criteria.
Budget impact concern from healthcare providers

Patient involvement in HTA and decision-making

Performance-based Agreements
v"  Payer pays for responders, pays stationary expenses for
non-responders

v" Manufacturers payback for non-responders

27
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