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The process of NRDL on high price drugs

Aug-Sept Oct-Nov
» Basic info submission; » HTA info submission;
» Review based on basic info. » Pricing based on HTA evidence;
’ i
1 Preparation ——> 2" —> 37 General Groupp 4 HTA __ —] 5" Negotiation
! Application /Clinicall Expert experts :
i Review ! review i
® ® o
July-Aug Sept-Oct Nov-Dec
» Formulate principles & > Topic selection by using MCDA » Drug Price negotiation
procedure, appeal, revise and » Comparator selection > Results announcement
announce it » Scoring the drugs selected > Publish the updated NRDL.

> Establish working groups & according to clinical data

expert committees www.nhei.cn
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Perspective I: Assess the value on the high price drugs
--—-Re-HTA
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Definition of innovative drugs

+ Patents for chemical structure or new addminsion
route

* Drugs which figure out unmet needs

* Drugs which are brand new since

China National Health Development Research Center




Drugs Lists management in China

* National Reimbursement Drug List
+ --PE+negotiation on prices

* National Essential Drug List

--drug comprehensive evaluation for
safety, effectiveness, economics, innovation,
properness, and accessibility

* Hospital Procurement List
--Hospital drugs committee

China National Health Development Research Center




Perspectives II: Pilot managed entty agreement
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Innovative payment agreetments

B risk-sharing agreements, RSAs

B patient access scheme, PAS

B managed entry agreements, MEAs
B pay for performance, PFP

B deeds of agreement
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Main innovationve payment methods

IHEAR RIS -

coverage with evidence development, CED

BFrangtnig

-l =ba )
conditional treatment continuation, CTC

performance -based agreements

R S

performance-linked reimbursement, PLR

EFUSSa9tmiY EfihiY

financial-based agreements price-volume agreements, PVA

Innovative
payment
methods 55 LBR

1R(EHmY utilisation caps, UTC
value-added agreements, VAA

SHAIRR

installment

II

EFERNAEEM
Indication-specific Pricing, ISP

China National Health Development Research Center




Perspectives III: RWD-HTA-based pricing
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Database schema
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cleaning

Target population, data

Patients with lung cancer: 7645

e

Population size: 4 million

Y

Patients treated with targeted drugs: 1071

v

v

Except for Gefitinib or Osimertinib: 467

Gefitinib or Osimertinib: 604

v

Missing data(12):

_| e Cost information: 3
"|e Adverse events: 1

e Baseline information: 11

Complete information: 592

h 4

Gefitinib: 542
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h 4

Osimertinib: 50




Bias control
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Results of survival analysis

O Survival rate:
» 1-year survival rate: 61.29% vs 75.77%
» 2-year survival rate : 33.42% vs 54.12%

1.00

0.75
1

O Median overall survival:
» Drug A: 16.14 months (95%CI: 13.15~20.05 months)
» DrugB: NE, Q1:17.39 months

RUEFE

0.25

O Log-rank test:

0.00

> no statistical difference between the two groups (%2=2.99, 0 10 30 40

P=0.084)

20
£FME (B)

O Cox proportional hazards model:
» Drug Bvs Drug A (HR=0.73,P=0.325)
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Thank you! !
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Reimbursement and Clinical Accessibility of
Innovative Medicines in China

PEFMBEREANSIRKAI SRS

Jiuhong Wu

Beijing Health Economics Association

Virtual ISPOR Asia Pacific Summit 2022
2022.09.21



Gearing Up for High Quality
Development in China’s Public Hospitals
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Challenges and issues facing medical institutes

Ertitaminava=E St

China’s status quo and social and economics diversities across country
Differences in the level of medical development and technical capacities

Policies implementation and synergy across insurance and healthcare
departments

Parallel development of DRG reform and quality improvement of medical
institutes

Booming of innovative medicines and the combination usage of traditional
and modern medicines

Subsidization level and co-payment pressure under the national
reimbursement scheme and private insurance




The 1st Conference for the Reform of CHS-DRG/DIP Payment
Method in China

F—EPECHS-DRG/DIPEIAAMNEXRE

——«Three Year Action Plan for reform of DRG/DIP Payment Method»

By the end of 2024, DRG / Dip payment reform will be carried out in all overall planning
areas across the country
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Recent priorities of health insurance policy and reform

ERBUR S RITRAE R

Three Year Action Plan for reform of DRG/DIP Payment Method

Digital information system to assess the performance of the Direct Settlement of
Trans-Provincial patient Expenses

The perspective of resource integration and optimization, strategic purchase, and
mutual benefit

Adjustment of the national reimbursement formulary and pricing negotiation of
innovative medicines

Centralized procurement of high-value medical consumables

Improve eco-system of healthcare and fight fraud fund use and enhance safety of
medical insurance funds

Promote the high-quality development of Chinese medical institutions



National Healthcare Security Administration (NHSA): 2022 adjustment of
National Drug Catalogue for Basic Medical Insurance, Work-Related Injury
Insurance and Maternity Insurance

ERERR: ((FATR02LFEREFETFRI. TIHIHCHNESRSHREFREEET
SHAHEASmMAEXERIQE)

« 2022-09-06 NHSA released the Announcement of the list and information
of medicines following preliminary evaluation:

« 537 applications from industry
« 490 medicines

« 344 medicines (70%) passed the preliminary assessment

2022-09-21 WU JIUHONG



Steady Development of
Innovative Medicines in China
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Trends in innovative medicines development in China

(CHEN Kaixian, Academician of the Chinese Academy of
Sciences (CAS) 2021-2022)
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National Medical
Products
Administration
(NMPA)

Regulatory approval
of new medicines
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2022-08-27 WU JIUHONG

Lead Pre-clinical IND Phase I- New drug
compounds Trials apporval I trials approval
R&D, Reg approval and IP evaluation >
Innovation, Safety, Efficacy, Quality
o Independent
Centrialised - Reimburemsent pricing
and provincial NEDL listing and pricing Private
procument market
Reimbursement, procumbent and >
pricing Evaluation
Safety, Efficacy, Economic, Innovation,
Equity, Suitability, accessibility
RWE, Guidline
Supply and Post market survillence, fecommendationiand
clinical use rational use delisting
< Medicine supply, utilization and >

prescription evaluation
Effectiveness, Economic, Safety,
Suitability, Accessibility,
Innovation



Quality Improvement and
Advancement in Regulation
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National Medical Products Administration (NMPA): Guidelines of Clinical
Value-Oriented Clinical Development for Anti-tumor Drugs

ERAGER&E®S:
(LAimFMEA SRR MPEZS Y Ia KRR &ZE SR )
Release date: July 2, 20210702 (implemented)

The purpose of the drug marketing is to address the patients needs -
‘Clinical Value’

 Implementing the clinical value-oriented and patient-centric R&D
concept

« Rapid development of cancer drug R&D in China: patients has higher
expectations on safety, treatment experiences, and quality of life

 Patient-oriented approach to cancer drug R&D: accelerate cancer drug
development in China by directing resources to true innovation

2022-09-21 WU JIUHONG



Perspectives on the new medicines evaluation

FZIEN IS

Value of
medicine
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The challenges of accessibility of innovative
medicines in China post reimbursement listing?

BUFRZSEN SRR IR EIm GRI EE?

Restrictions on the hospital formulary (~1300 medicines, including 300 traditional
medicines)

~30% co-payment for high-value innovative medicines

Universal zero-markup drug policy in the hospital, high management cost for the high
price medicines without subsidization

Fast-track regulatory approval and reimbursement listing, limitation on the clinical
data

Dual-channel policy (direct-to-patient (DTP) pharmacies and hospital formularies) to
promote innovation medicines, facing challenges

Delisting mechanism is not in place to manage low performance medicines, high cost
and high volume products etc.

2022-09-21 WU JIUHONG



The Future Value Increasement
and Medical Advancement
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Health Insurance Coverage and Access, Value Based
Healthcare(Top Level Design)

EFREASHEETHFIERRE (RERIT)

 Assessment system of medicines in the NRDL/NEDL

* Consensus on the HTA/PE guideline

« Government funded health technology research institutes
* Independent third-party evaluation organisations

* High quality HTA talents and capacities

 Transparent information platform and accessible datasets

 Formalized delisting mechanism

2022-09-21 WU JIUHONG



Opinion on the PE from hospital perspective

ST F ERMARITHES

Hospital
formulary

Establish evaluation standards and system
Optimise the medicine utilization
Fast-track health technology assessment
and PE evaluation

Optimise therapeutic

Implement DRG/DIP payment method
reform

RWE and outcomes research

» Medical records quality and compliance on
the treatment guideline

management

Align with payment

« Effectiveness/safety/innovation/accessibilit
y/suitability/equity
High quality » Perspective of value assessment?
development of medical  Hospital? Insurance fund? Patients?
instituti Industry?

Healthcare

2022-09-21 WU JIUHONG




Thank you!
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Benefits from NRDL — From Pharmaceutical Perspectives

« Change from non-regular NRDL to annual NRDL negotiation

Increasing innovation, manufacturers can reach patients in China sooner.

Increased transparency of the process with some submission material being made public.

* Openness for high priced therapies

Greater transparency will likely move the process to be more uniform and help manufacturers understand
the key drivers for access to the list.

NHSA Continues Improving Foundation of NRDL’'s Success

https://remapconsulting.com/may-nrdl-china




Drawbacks of being added to the NRDL

« Demands to lower the price of drugs. Manufacturers may need to make the decision whether the patient
volume in China justifies the price reductions.

» This can also have implications for prices in other countries as the prices in China are public.
* Multinational Companies Struggle to Strike a Deal with NHSA for Oncology Products
* Negotiated price can be subject to further price reductions if, for example, for additional indications.

 Price negotiations will occur every two years and can require large price cuts if a product wishes to stay
listed.

* Re-assessment of NRDL listed products that do not demonstrate strong efficacy results as expected

Access to hospitals and pharmacies after NRDL

https://remapconsulting.com/may-nrdl-china
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Lessons from Other Countries

England Canada

Duparimant of Health

MHRA Health Canada

Worrla vary gl e s g
Frodcts Regelstory Agury

NICE

hationgl imbityte tor Fapth
el Cara Laislence

NHS England and
Clinical
Commissioning
Growps [C0Gs)

L pa Pravidas (x18)

https://www.nice.org.uk/
Canadian Agency for Drugs and Technologies in Health (CADTH)
Clinical Pharmacy, Drug Information, Pharmacovigilance, Pharmacoeconomics and Clinical Research, 2019, Pages 313-320

China

-National Medical
Products
Administration (NMPA)
-National Health
Commission (NHC) -
National Essential
Drug List

-National Healthcare
Security
Administration (NHSA)
- NRDL
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Reimbursement & HE Study Guideline

Netheriands - 1999 {reimbursement)
Ireland - 1999 (practice /
qguidance) United Kingdom - 1999 (guidance)
United States - 1997
Canada - 1993
({reimbursement)

Switzerland - 1935 Italy - 19951539

|guidance) ﬁ‘ {voluntary)
T
&

Finland - 1388 \

{reimbursement]

Norway - 1998
(guidance)

Spain-1995
France - 1337 (voluntary)
{voluntary! guidancsz)

Australia - 1992

Germany - 1935 (reimbursement)
{voluntary)

Portugal - 1998 New Zealand - 1999
Denmark - 1398 [gui {reimbursement)
reimbursement) Belgium - 1395
{voluntary)

{guidance)

Poland
(2003)
Czech
(2009) “—_

China
(2008)

—+ Taiwan
L2l (2006)
(2008)
~4
\ » Thailand
Chile 2 (2010)
(2011)

Brazil
(2009) ,,
(

HE guidelines for health economics research are similar
across countries, the difference lies in the specific
evaluation and implementation

Examples:

*  The weight of clinical vs economic evidence

* QALY vs other clinical indicators (LY, etc.)

* Requirements for standard of care as comparators:
standard treatment varies by country (based on
clinical guidelines)

* Comparative analysis: head-to-head clinical data vs
indirect comparative methods

* The need for indirect comparisons

*  Choice of Economic Model

*  Comprehensive literature: includes all information

e The Importance of real-world evidence

* Need for local data sources

Multiple factors, especially those non-economics
considerations
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Comparing UK HTA and China NRDL

DEVELOPMENT
PROCESS

Provisional evaluation
topics chosen

Scope
prepared

Evidence Review
Group (ERG) report
prepared

Evaluation
topics referred

Public
consultation

Final appraisal
document (FAD)
produced

Clinical Pharmacy, Drug Information, Pharmacovigilance,
Pharmacoeconomics and Clinical Research, 2019, Pages 313-320

Preparation Application Formal review Negotiation Announcement

of Results

June December

|

Submitted products

are formally

2021 timeline:

=Preparation (Jun-Jul)
=Application (Jul-Jun)
=Formal Review (Aug—Sept))
=Negotiation (Sept-Oct)
=Announcement (Oct-Nov)

https://remapconsulting.com/may-nrdl-china/



Conclusions

» NRDL expansion supports the ever-growing notion that China is becoming one of the most
important markets for innovative therapies. However, challenges remain and as the rare disease
and oncology space becomes more crowded year on year, manufacturers will need to strive for
greater degrees of innovation and differentiation going forward.

» Collaborations among reimbursement authorities, academic experts, pharmaceutical companies —
move toward to a value-based reimbursement
» Scientific evidence is a key saucerful factor
» Pharmaceutical manufacturers should proactively prepare for evidence synthesis.

» Health economic data, real-world evidence, and local data will provide support and facilitate
value demonstration and effective pricing negotiation of innovative patent drugs.

» International reference pricing (IRP) is an important reference to determine NRDL target prices

» Corporate reputation and image
» Patient Access and Patient Focused Drug Development Programs
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