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Taiwan: The Formosa-NHI

Bureau of National Health Insurance

responsible for health since 1995
Population: 23.2 million (12°)
Area: 36,188 km?
Population density: 642 per km?
GDP per capita (est. 13°)
O $20,930 (exchange rate)
O $39,767 (PPP)

»  Health expenditure (%GDP)

O 6.6% (12°)

O $2,479 per capita (12°) (USD PP

P)

Life expectancy:

O Male: 75.7

O Female: 81.53
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NHI Administrative Framework
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National Health Insurance (1)

> National Health Insurance established in 1995

» Mandatory & universal enrolment:
O 1t covers 99% of population, 86% of hospitals, 65% of all hospital bed
s, and 91% of doctors
» Comprehensive benefits:
O It covers inpatient & outpatient care, laboratory tests, prescription drug
s, dental services, Chinese medicine, day care, mental health and
preventive medicine
» Three main objectives:
O Equal access to health care
O Quality and efficiency of health care delivery to all
O Right to choose providers, treatments or therapies



National Health Insurance (11)

» Financing

O Single payer (Monopsony)

O Pay-based premiums shared by employer, employee and government

Premium rate: 5.17% of monthly salary

O Co-payments required for outpatient care, inpatient care and drugs
> Provider payment system

O National fee-for-service schedule

O Global budget introduced since 2000 to contain expenditures

O DRG, quality-based-payment scheme and RBRVS are introduced

to increase providers’ financial-risk sharing

» Healthcare service center

O Predominantly private (70%) = / i,\,f:::;;:'.;mm"
O Closed hospital system TN =

O No gate-keeper system /.

O NO service de"\/ery pOintS Contents S Explicit Data

Basic dat

Name

ID number

Date of birth

Photograph (voluntary, but
90% attached)

Major Achievements of NHI

Universal coverage
Easy access

Affordable cost

High public satisfication
Up-to-standard quality



Taiwan NHI Wins International Acclaim
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Best Health Care Systems in the World

Taiwan

The Taiwanese government pays for all its citizens’ health care needs. They were able to cover the needs of
the lation yet have dtod health care costs. Much credit is given to the rise in the use of

smart cards. These smart cards already contain the patient’s medical history from birth, making it easy for

doctors to diagnose any health issue. This also significantly cuts down time on paperwork, which could be a
probable cause of additional costs from medical providers. This system is employment-based, therefore, the

elderly and those who can't afford the system are given subsidies.



Health Reform (1st vs 2nd)
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Procedure of Formulating PBRS

Comments from drug suppliers

Expert’s comments Publish meeting agenda
(Drug Benefit Committee) and HTA report

Proposal of
new item
listing

D|§ CUSSIoN Publish meeting
No consensus in Joint .
. minutes
Return to BNHI Meeting
for revision Present both

Submit to g

DOH for

Reach Reject and
approval

Consensus close the case

Approved cases: PVA and
temporary payment

Reject and conditions

Close the case

Submit to DOH for anno
uncement in 1Q next

PBRS: Pharmaceutical Benefit and Reimbursement Scheme Joint Committee yEall
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Patient Empowerment and Educational
Initiatives

» Anew model of patient care involving self-monitoring
and patient initiated follow-up

» An online learning resource to prepare patients and carers
to actively engage in research, guideline development,
advocacy and media activities

» Anew patient decision aid to better inform and involve
patients in treatment choices

* Video guides providing advice on living with a rheumatic
diseases

« Patient Group support for patients wanting to become
involved in guideline development and political committees

European League Against Rheumatism
Annual Congress, 2014

Patient’s Organization

 Systemic Lupus Erythematosus (SLE)
« Rheumatoid Arthritis (RA)
« Ankylosing Spondylitis (AS)

— Catastrophic Insurance Card
— Voice in health care decision making
— Health reimbursement policy (PBRS)
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ARD Treat-to-target in systemic lupus
erythematosus: recommendations from an
international task force

Ronald F van Vollenhoven, Marta Mosca, George Bertsias, et al.

Ann Rheum Dis 2014 73: 958-967 originally published online April 16,
2014

doi: 10.1136/annrheumdis-2013-205139

Treat-to-Target in Systemic Lupus Erythematosus

van Vollenhoven RF, et al. Ann Rheum Dis 2014;73:958-967



Box 1 Treat-to-target in systemic lupus erythematosus: overarching principles and bullet points

il

No

8.

9.

Overarching Principles 1.The management of
systemic lupus erythematosus(SLE)should be
based on shared decisions between the informed
patient and her/his physician(s)

It is not recommended that the treatment in clinically asymptomatic patients be escalated based solely on stable or persistent
serological activity.

Since damage predicts subsequent damage and death, prevention of damage accrual should be a major therapeutic goal in SLE.
Factors negatively influencing health-related quality of life (HRQOL), such as fatigue, pain and depression should be addressed, in
addition to control of disease activity and prevention of damage.

Early recognition and treatment of renal involvement in lupus patients is strongly recommended.

For lupus nephritis, following induction therapy, at least 3 years of immunosuppressive maintenance treatment is recommended to
optimise outcomes.

Lupus maintenance treatment should aim for the lowest glucocorticoid dosage needed to control disease, and if possible,
glucocorticoids should be withdrawn completely.

Prevention and treatment of antiphospholipid syndrome (APS)-related morbidity should be a therapeutic goal in SLE; therapeutic
recommendations do not differ from those in primary APS.

10. Irrespective of the use of other treatments, serious consideration should be given to the use of antimalarials.
11. Relevant therapies adjunctive to any immunomodulation should be considered to control comorbidity in SLE patients.

&

van Vollenhoven RF, et al. Ann Rheum Dis 2014;73:958-967
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Recommendations

Treating rheumatoid arthritis to target:
recommendations of an international task force
(3 oPEN AccEssEIEEEED

Josef § Smolen112, Daniel Alel}aha1, Johannes W J Bijlsma3, Ferdinand C Breedveld‘*,
Dimitrios Boumpasﬁ, Gerd Burrnesl:era, Bermnard CombeT, Maurizio Cutulug,

Maarten de Wit", Maxime Dougados'®, Paul Emery’", Alan Gibofsky ',

Juan Jesus Gumez-Reinn13, Boulos Haraoui“, Joachim Kﬂlden15, Edward C Keystune16,
Tore K Kvienﬁ, lain Mclnnesm, Emilio Martin-lllola19, Carlomaurizio Montecuccum,
Monika Schoels?, Desirée van der Heijde® for the T2T Expert Committee

+  Author Affiliations
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Dr Josef S Smolen, Department of Internal Medicine 3, Division of Rheumatology, Medical
University of Vienna,Waehringer Guertel 18-20, A-1090 Vienna, Austria; josef.smolen@wienkav.at

Accepted 12 January 2010
Published Online First 9 March 2010

Ann Rheum Dis 2010;69:631-637 doi:10.1136/ard.2009.123919

Box 1 Recommendations
Overarching principles

A. (A). The treatment of rheumatoid arthritis
must be based on a shared decision between

patient and rheumatologist.
B. (B). The primary goal of freating the patient with rheumatoid arthritis is to maximise long-
term health-related quality of life through control of symptoms, prevention of structural
damage, normalisation of function and social participation.

C. (C). Abrogation of inflammation is the most important way to achieve these goals.

D. (D). Treatment to target by measuring disease activity and adjusting therapy accordingly
optimises outcomes in rheumatoid arthritis.



RA of Hand
Fusiform Swelling
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RA of Foot-Deformity

Praradigm: Anti-TNFs

* Biologics
—Etanercept ~ Adalimumab -~ Golimumab

14
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Rheumatoid Arthritis Aid Group of
R.O.C.

BWHAT We B Recent I
DO SWGGESS.
Target Audience: all theumatoid arthrits patients and families
Cause Marketing D e i i e P @ e open
it Criteria that RA patients have to be
Cause marketing provides an easy way for consumers to engage in and suppor Published]alEd
L our mission, whie generating awareness and funds csage ot 3 yers treatment,and havt 1 Sopped treaument after 3 year

 enment
I our I -

Leverage global arthritis day to have local arthritis day to increase disease awar
- TdYHARHEMe support and to spirit up between patients and fam  coece > ° Y Y
ily to face diseases
~To maximize the impact of medical care with providing the commu
nication channels between patients, health care providers, and soci

al workers
+To regularly publish newsletter to increase disease awareness, hygi Develop a campaign to raise disease awareness, the importance of long ter
m treatment and disease severity monitoring
ene knowledge and relationshiop.

B who we | Ac
REPRESENT

For all theumatoid arthritis 0B L L el s
patients (about 80,000)in T ent groups, law makers, and key stakeholders to reach our g

Planning now.

B OTHERS WE WORK
WITH

Our corporate partners provide us with the opportunity to reach people where
they live, work and play. In addition to a financial contribution, we have found
a unique way to involve in raising awareness and hope when facing rheumatoi
d diseases . We thank them for their commitment to the fight to rheumatoid d
iseases.

, Shipai Rd.,, Beitu Dis
t, Taipei City 1
12, Taiwan (R.O.C)
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Mission

To facilitate the support and to create spirit
between patients and family to face diseases

To maximize the impact of medical care by pro

viding communication channels between patie
nts, health care providers and social workers
To regularly publish a newsletter to increase
disease awareness, hygiene knowledge and
relationship

What We Do

Target Audience: all RA patients and families
Cause Marketing: provides an easy way for
consumers to engage in and support our
mission, while generating aweareness and
funds.

Events: leverage global arthritis day to have
local arthritis day events to increase disease
awareness.

18



Goals

» Help increase the awareness of the importance
and process of biologic treatment, relative

infections control and prevention.

« Develop a campaign to raise disease awareness
the importance of long term treatment and

disease severity monitoring.

Action

« Coordinate with relative patient groups and
societies to provide a series of educational
lectures of relevant knowledge.

 Plan to coordinate with health care providers,
medical societies, patient groups, law makers

and key stakeholders to reach our goals.

19



Situation

Endemic area for tuberculosis, B and C hepatitis
 Biologics may increase risks of tuberculosis,

B or C hepatitis reactivation.
» Working with the Department of Health (DOH)
Health care providers, Taiwan Rheumatology
Association (TRA)
BNHI publish the risk management plan (RMP)
Guideline to control/ prevent the risks of
relative infection risks using screening and
educational processes.

Hurdles to Access Treatment
-Rheumatoid Arthritis in Taiwan-

« Catastrophic lliness Card (CIC)
* NICE guideline
« Budget Impact
— 6 biologics + 1 JAK inhibitor
— 100% reimbursed for RA patients
— Treat to Target (T2T)
— Reduction/Withdrawal Policy

20



Catastrophic Iliness Card

Patients with catastrophic diseases represent 3.56% of
Population, who used 27.13% of NHI medical expenditures.
According to an estimate of the NHIA, an average CIC
patient spends NT$3.3 million on treatment each year, which
is 131 times the amount of an average person's yearly health
insurance payments. The treatment for hemophilia costs the

most among all the diseases, said the NHIA.
T T O O T O T T O ST O T T O T T T TO T 0T

http://www.chinapost.com.tw/taiwan/national/national-news/2014/07/12/412217/Time-limit.ntm

Management of RA in Original Version

Main Features Criteria for initiating treatment

Criteria for 1. Pre-review (pre authorization use)
initiating treatment | 2, File DAS28 score, previous DMARD usage and

regimen data, photo of swelling joint, and x-ray report for pre-preview
(N I C E) 3. Monotherapy with methotrexate at least 15 mg weekly

4. After 6 months treatment, update DAS28 score, outcome of treatment, side
effects, and complications status every 3 months
. Patients should qualify all (a) (b) (c) criteria listed below:
a) The American Rheumatism Association 1987 revised criteria for the
classification of rheumatoid arthritis
b) Ongoing active RA defined as: (i) DAS28>5.1;(ii) Require two DAS score
consecutively and at least 1 month interval;
c) Failure on DMARDs treatment. At least 2 DMARDSs and no significant
outcome
L. Definition of “adequate” treatment: (i) At least 6 months of DMARD
treatment, and meet the standard target dose at least 2 months; (ii)
intolerable toxicity occurs
I1. Definition of treatment efficacy: The DAS28 score drop >1.2 points or
DAS28 total score < 3.2

[$2]




Budget Impact

Very expensive biologics

Very strict NICE guideline

100% reimbursement

Treat to target (T2T)

Dose reduction or withdrawal policy
Relapse and Re-entry

Trend of RA Patients on Biologics

Biologics eligible patients 4,954 5,858 6,969
Medical Cost Claimed 1,358 1605 1849
(Million NTD)

Growth Rate 18.1% 15.2%

Biologics Costs Claimed for RA in 2011-2013 in NHI databse, Taiwan
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Taiwan Inflammation Market Trend

NTS
110.000.000 4
100.000.000 4 ENBREL
HUMIRA
90.000.000 o
80.000.000 4
70.000.000 4
MABTHERA
60.000.000 4\/__\/\/_/\/\/(not adjusted)
50.000.000
40.000.000
30.000.000 - ISIMPONI
20.000.000 STELARA
ORENCIA
10.000.000
ACTEMRA
0 B—
2013 M02 MO3 MO04 MO5 MO6 MO7 MO8 M09 M10 M1l MI12 2014 MO2 MO3 MO4 MO5
1V lakl AO1
Brand(Million) MAT2 MAT GR% Ratio
ENB 1,194 1,175 -2% 40%
ADA 1,064 1,130 6% 38%
ACT 27 85 216% 3%
ORE 13 88 564% 3%
SIM 70 225 221% 8%
STE 44 142 222% 5%
MAB 109 117 % 4%
Total 2,521 2,960 17% 100%
Source: IMS data Valtue NT$, May 2014

Lisconuniuduvull Ol TINF=HTHHTDIWI
Therapy in Remission

RG]
e Remission defined as DAS28 <2.6

» Withdrawal of TNF-inhibitor after 6
months of remission p=21)

» Monthly reassessments thereafter
__ Conclusion |
1. TNFi discontinuation in patients in remission of RA was
followed by a relapse within 12 months in 75% cases

2. Relapsing patients responded well resumption of the same
TNFi

Brogc et al. Joint Bone Spine 2009.



Management of RA in Revised Version
R

Criteria for 1. Reducing dosage after 2 years
tapering treatment - DAS28< 3.2

(Never -ESR< 25mm/h & CRP < 1mg/dL
befo re) 2. Reducing treatment way:

. - Propose appropriate treatment plan for pre-view stage after 2 years
Taiwan 3. Receiving treatment as same as before during tapering period
NICE ?? - The DAS28 total score grow >1.2 points or ESR >25mm/h

- ESR growth rate >25%

4. Failure on one biologic treatment, shifting to receive the other biologics
based on different MOA

5. RAflare for temporary consecutive treatment , showing criteria as below:
- Consecutively receive 2 DMARD:s firstly
- DAS28 >1.2 points

Source: BNHI treatment guideline updated in 2013
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The Dilemma in Clinical Practice

* Lack of time
— Insufficient communication — poor understanding —
poor compliance — suboptimal disease control

» Cost concern
— Not a issue to physician and patient under Taiwan reim
bursement — suboptimal utilization of medical record

* Treatment target
— Slightly different with current reimbursement criteria

— Criteria for dose tapering and discontinuation

imshealth

INTELLIGENCE APPLIED,

(Quality of Life questionnaire)
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R BN & LB EtE S AR /R ES T IF
(Influence on Job/career or Ability to Work)

LR BB & KR (e I
A @A ﬂaiga_ 28-6%<,j 210 Qud /50 ‘
AFEIARBLEL - RER - 21.4%
AggEs 1 Aehl AL - 19.6% <:: 23510.3 [ r/5a ‘

RARAT KR [ %Mﬁu 33 - 12.5%

‘ o AFEFR2GBEI - BER
EARL G ARG ¢ G gy,

a3t N=16%*
6 ER ®PH6 EA 25.0%
snawrnisen 89 6 BAZ12EA 18.8%
1FE3 £ 6.3%
3EESF 6.3%
sogfer o [ 5.4 P 6.3%
KA g 37.5%
Base: Job/Career Or Ability To Work Negatively Affected By RA (n=56)
Source: Q41 *: Small sample size, for reference only .
Humira Patient QoL Study - 2013 ImShea I.th

Page 51

% A SR RN & R A o 2 B R Ra o R - Xap Y

& *i§4 5 8% (% RA patients prescribed with biologics)

AEEYEREIS B B MR M RE

-'rr'iﬁ 87.1%

[

& [ o6
s% Il00%

wgr |21%

&

P |21%
7 g 12.9% 717252 |2.9%

KRR | 49

54.8%
Base: All respondents but excluding Refused (n=248)
Source: Q46,Q47(MA) -
Humira Patient QoL Study « 2013 |mShea I.th

Page 52
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43.3

* 56.7
® . 11.1% [ 8 %

Base: Those who have ever used biological products but excluding Refused (n=106)
Source: Q49

Humira Patient QoL Study - 2013
Page 53

imshealth

Evidence of Medicine:
Recent publication of trials
investigating drug-free

remission

imshealth

Humira Patient QoL Study « 2013
Page 54
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Recent publication of trials
investigating drug-free remission

g:z{rﬁssion induction by Remicade in RA) Tanaka et al
CIMESTRA Hetlant et al

Finland early RA cohort Tiippana-Kinnunen et al
BeSt Klarenbeek et al
OPTIMA Emery et al

PRESERVE Smolen et al

Tanaka Y, etal. Ann Rheum Dis. 2010;69:1286-1291
Hetland MMige A2 ARRRRELP IRy 2040160:1789-1795
Tiippand’»?@ﬁnﬁlﬁen T, et al. Scand J Rheumatol. 2010;39:12-18

Klarenbeek NB, et al. Ann Rheum Dis. 2011;70:315-319

Emery P, et al. EULAR 2011 imshealth

Smolen JS, et al. Arthritis Rheum. 2011;63-4041

Recent systemic review/review of RA
biologic discontinuation studies

Literature
overview

Tanaka et al

Discontinuation of TNF-i in MTX-IR patients

Dose reduction of TNF-i in MTX-IR patients
Discontinuation of Abatacept in MTX-IR patients
Discontinuation of Tocilizamab in MTX-IR patients
Discontinuation of TNF-i in MTX-naive patients
Discontinuation of TNF-i in MTX-naive patients

very early RA patients

Systemic |-

Yoshida et al =T .

9 published articles
5 ACR/EULAR meeting abstracts

Yoshida KenitaRatiRnéReDiS RO, 73013
Tanaka Y,298I5&|in Exp Rheumatol 2013;31(4 Suppl 78):522-27. 2

imshealth
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Benchmarking Studies

 OPTIMA Study
» The PRESERVE Study

Tapering Biologicals:
OPTIMA Study: arm 1 vsarm 2

MTX ARM 1
ADA+MTX/ MTX

ADA + MTX ARM 2

ADA+MTX ADA+MTX/ ADA+M
open label ADA + MTX
ADA+MTX SA** | ADA+MTX
Yes MTX
MTX/ MTX
MTX DAS28<3,2
Wk 22-26
No open label ADA + MTX  ArMm 5
MTX / ADA+MTX
26 weeks . 52 weeks .
I I 1
0 PERIOD 1 26 PERIOD 2 78

Smolen et al. Lancet 2013.
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100 4

80 -

% Patients with LDA and remission at week 78

69,8

Tapering Biologicals:
OPTIMA Study: arm 1 vsarm 2

76,2

B[arm 1 ADA+MTX - MTX] (n=102)

B [arm 2: sustained ADA+MTX] (n=105)

73,3

DAS28(CRP)<3.2 DAS28(CRP)<2.6 CDAI <28 SDAI <3.3
Smolen et al. Lancet 2013. Online P<0.05 (a=vs. 1); (b =vs. 2)i (¢ = vs. 3); (d = vs. 4): (e = vs. 5)
OL run-in period DB, randomized maintenance period
r N R
Randomive pts ETN 50 mg QW + MTX (N =202) °
achieving low disease
Moderate RA pts ETN 25 mg QW + MTX (N =202)
ETN 50 QW + MTX a
(N =900) MTX
N =200
( ) ®
[ A | | | | | [ [
T T | | | | | [ T11
8 12 20 28 FG 40 48 56 64 72 80 88 90

= Completers of phase | with DAS28 < 3.2 at week 36
and average of < 3.2 from week 12 to week 36

Smolen et al. Lancet 2013.
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The PRESERVE Study: Results
Phase I1: Patients in Remission

100

o
=
1

[=a)
=
1

—&— 50 mg etanercept plus methotrexate
—&— 75 mg etanercept plus methotrecate
—#— Placebo plus methotrecate

Patients achieving remision on
disease activity score i
4
=]
|

[
=]
|

o

0 b 6 44 32 4 48 % 64 7 8 88

* Both ETN groups had similar distribution of loss to response

+ Both were superior to the MTX group

Smolen et al. Lancet 2013.

Treatment Reduction According to
the EULAR Recommendations

Sequence of treatment reduction:
1. (Stopping Glucocorticoids)

2. Tapering biological DMARDs (#12)
especially if this treatment is combined with a DMARD

3. Cautious reduction of the DMARDSs dose (#13)

L J

Smolen JS, et al. Ann Rheum Dis 2014;73:492-509.

Duration of full remission

—> As always: shared decision between
patient and physician
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Value of treatment for long

term outcomes

Costs of RA Higher than in
Other Diseases

Total Annual Cost of Disease (2000 US$)

10000 ~

7500 -+

5000 -+

2500 -

Rheumatoid Osteoarthritis Hypertension

Arthritis
(n=253)

(n=149) (n=142)

Meatzel A et al. Ann Rheum Dis 2004.
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The Balance of Direct and Indirect Costs

7 3
1 Therapy = direct (medical) costs i
A 1 AR
, f@\\:
s r- el
-5 /
[ - - TN = 4
2 = Course on intensive
8 therapy
‘D
=
<
a

Natural cou

. =
Time ‘ Loss of function = productivity costs {

Conclusion

» Better treatment options might be available to
patients timely in spite of strict BNHI treatment
guideline

» The social activities encourage RA patient group to
get involved in decision making

» Budget impact on healthcare reform is never ending

* Physicians are playing the crucial role in effectively
communicating with patients
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