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EXECUTIVE SUMMARY

Rare Diseases

A rare disease is a health condition of particularly low prevalence that affects a small
number of people compared with other prevalent diseases in the general population. It is
estimated that globally around 6000 to 8000 rare diseases exist with new rare diseases
being reported regularly in the medical literature. The prevalence distribution of rare
diseases is skewed — 80% of all rare disease patients are affected by approximately 350
rare diseases.

Paradoxically, though rare diseases are of low prevalenceg@fd individually rare,
collectively they affect a considerable proportion of the popuy ti a.in any country, which
according to generally accepted international research ; : 6% and 8%. Rare
diseases include genetic diseases, rare cancers ecti jie. diseases and
degenerative diseases. 80% of rare diseases fand hence
disproportionately impact children.

There is no universally accepted definition of a rare lase and the definitions usually
vary across jurisdictions. However, th@sson d€fations in the definitions are
primarily, disease prevalence and to it itWahd existence of alternative
s@wn Befinition suited to its need, based
¥ qualifier and study-ability.

| collecting epidemiological data impeding burden and
8 correct and timely diagnosis, challenges in research and
y and prohibitive cost of treatment.

Rare diseases & e a major economic burden independent of a country’s size and
demographics arisft

is a macroeconomic allocation dilemma: on one hand, health problems of a much larger

g from increased healthcare spending. As resources are limited, there

number of persons can be addressed by allocating a relatively smaller amount, on the
other, for funding treatment of rare diseases, much greater resources will be required for
addressing health problems of a relatively smaller number of persons.

Need for a Policy

Rare diseases are, in most cases, serious, chronic, debilitating and life threatening, often
requiring long and specialised treatments. In addition, they often result in some form of



handicap, sometimes extremely severe. 50% of new cases are in children and are
responsible for 35% of deaths before the age of 1 year, 10% between the ages of 1 and 5
years and 12% between 5 and 15 years.

Further, the impact on families is often catastrophic in terms of emotional as well as
financial drain, as the cost of treatment is prohibitively high. This has resulted in parents
of children suffering from rare diseases, whose treatment cost were not being covered by
insurance or otherwise not being reimbursed, in approaching the courts seeking
directions that the government provide the drugs for free. The Hon’ble High Court of Delhi
in W.P. (C) No. 4444/2016, W.P. (C) No. 7730/2016, and W.P. (C) Nog729/2013, directed
the Ministry of Health & Family Welfare to frame a “national poli€on treatment of rare

diseases’.

Furthermore, a policy is required to devise a multipro building India’s
capacity to tackle rare diseases comprehensively, i ical data for
estimating burden, arriving at a definition and f t; research
and development for treatment and diag i lities, including through
international collaboration; training of health car iders; awareness generation;
creating conducive environment for easures for affordability of

treatment etc.
Policy Direction

mendations towards formulation of ‘Policy
es made a gamut of recommendations,

The GOI appointed co
on treatment of ra
which were incorporatéj ¥: The.Policy highlights the measures and steps, both
the , that need to be taken to deal comprehensively
2 tecognizing the exorbitant cost of treatment for rare

fke a balance between access to treatments with health

levels for management of and release of corpus funds

e Creating a corpus fund at Central and State Level for part funding treatment of
rare diseases

e Creating a Web-based application for online application process

¢ developing materials for generating awareness in the general public, patients and
their families and health care providers.




B. Long term measures: deliberate, concrete steps towards progressive realisation

e Creating a patient registry for rare diseases

e Putting systems in place for reporting and data collection

e Conducting epidemiological study to estimate prevalence of rare diseases

e Arriving at a definition of rare disease based on epidemiological study and
| reporting
’ ‘ e Taking measures to improve research and development for treatment, diagnostic
| modalities, care and support, drug development of orphan drugs etc.
e environment for

e Taking measures, legislative or otherwise, to create a cond
encouraging local manufacturing of orphan drugs an control the prices of
drugs to make them more affordable

e Encouraging funding support from PSUs and corp d exploring other

options for sustainable funding for the corpu

The Policy delineates the role of sevetal the measures envisaged.
Each Ministry and concerned depart eduto develop an implementation
framework on measures to be taken b their sector wise response to tackling

rare diseases.
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| 8 Introduction

1.1 What are Rare Diseases?

A rare disease is a health condition of particularly low prevalence that affects a small
number of people compared with other prevalent diseases in the general population.

There is no universally accepted definition of rare diseases and the definitions usually vary

across jurisdictions. However, the common considerations in the itions are primarily,
disease prevalence and to varying extent - severity a ence of alternative

therapeutic options.!

diseases include gen®& ‘ “&ar® cancers, infectious tropic diseases and

a prevalence of 1 or less, per 1000 population. However, different countries have their
own definitions to suit their specific requirements and in context of their own population,
health care system and resources. In the US, rare diseases are defined as a disease or
condition that affects fewer than 200,000 patients in the country (6.4 in 10,000 people).
EU defines rare diseases as a life-threatening or chronically debilitating condition
affecting no more than 5 in 10,000 people. Japan identifies rare diseases as diseases with

fewer than 50,000 prevalent cases (0.4%).



Table 1 Definitions of Rare Disease in different countries

|64
2 Japan 4.0
3 Europe 5.0
4 South Korea 4.0
5 Australia 1.0
6 Taiwan 1.1

Source: The GOI Sub-Committee Report

1.3 The Indian Scenario

India, like many other developing coun no standard definition of rare

diseases. and since there jg 2D i data, there are no figures on burden and

So far only about 50 rare diseases have been recorded in India."”” The most common rare
diseases include Haemophilia, Thalassemia, Sickle-cell Anaemia and Primary Immuno
Deficiency in children, auto-immune diseases, Lysosomal storage disorders such as
Pompe disease, Hirschsprung disease, Gaucher’s disease, Cystic Fibrosis, Hemangiomas

and certain forms of muscular dystrophies.



2.  Rare Diseases as a public health issue

The field of rare diseases is complex and heterogeneous and suffers from a deficit of
medical and scientific knowledge. The landscape of rare diseases is constantly evolving as
there are new rare diseases and conditions being identified and reported regularly in

medical literature. Apart from few rare diseases, where significant progress has been

made, the field is still at a nascent stage. For a long time, docto fesearchers and policy

makers were unaware of rare diseases and until very recengd as no real research

a comprehensive policy on rare diseases, a challe exercise, as we df@blindsided by

lack of data and evidence which are fundamé&t of a policy. However, it is

rare diseases in a holistic and comprefie
21 Lack of epidemiological data

ent rare diseases in India is lacking. The

adequately estimated from the existing data sets.*

Although extremely challenging, considering the complexity of various diseases and the
“difficulty in diagnosis, there is a clear need to undertake a systematic epidemiological

study to ascertain the number of people suffering from rare diseases in India.



2.2  Varying definitions and prevalence thresholds

The use of inconsistent definitions and diverse terminology can result in confusion and
inconsistencies and have implications for access to treatment and for research and
development.* According to a study* which reviewed and analysed definitions across
jurisdictions, most definitions, as discussed above, appear to consider disease prevalence,
but other criteria also apply sometimes, such as - disease severity, whether the disease is

life-threatening, whether there are alternative treatment options ayajlable, and whether

it is heritable. The study found that relatively few definition ) included qualifiers

relating to disease severity and/or a lack of existing treat as most definitions

(58%) included a prevalence threshold. The average prgalence thres used to define

This underscores the need for further research to better understand the extent of the

existing diversity of definitions for rare diseases and to examine the scope of arriving at a
definition which is best suited to conditions in India. For arriving at a proper definition of
rare diseases, we need to carefully consider prevalence, disease qualifier and study-
ability. Due to lack of patient registries and epidemiological data, arriving at a definition
on these criteria is not possible, as of now. It shall be done on a priority basis as soon as

sufficient data is available.



2.3 Diagnosis of rare diseases

Diagnosis of a rare condition may take upto several years, owing to difficulty in diagnostic
modalities and lack of awareness among doctors. For many rare diseases, no diagnostic
method exists, or diagnostic facilities are unavailable. Traditional genetic testing can
only address a few genes at a time. As a result, physicians must often provide their best
guess on which genes to investigate. If the test is n'egative, further testing will be required,

which is an expensive and time- consuming process.

There is a lack of awareness about rare diseases in general p well as in the medical

rare diseases skewed or partial. The challenge becomes even greater as rare

diseases are chronic in nature, where long term follow up is particularly important. As a
result, rare diseases lack published data on long-term treatment outcomes and are often

incompletely characterised."

This makes it necessary to explore international collaborations for research and also
collaboration with the physicians who work on any rare disease and with patient groups

and families dealing with the consequences of these disorders, to gain a better

11



understanding of the pathophysiology of these diseases, and the therapeutic effects that

would have a meaningful impact on the lives of patients.
2.5 Challenges in treatment

2.5.1 Unavailability of treatment
Availability and access to medicines are important to reduce morbidity and mortality of
rare diseases. Despite progress, no effective or safe treatment is available for many rare

diseases. Even when a correct diagnosis is made, there may no an available therapy

to treat the rare condition. There are between 7000- 8000 dical conditions, but

Depending upo & age/body weight of the patient and the nature of the disease, the
cost of medicines may vary between Rs. 5-7 lakhs per month (Rs. 60 to 84 lakhs per
annum) per person (discussed below in chapter 3). Most of the affected children belong
to poor families and many of them die at a young age for want of proper and timely
treatment. Due to its high cost, government hospitals have not been able to provide drugs
for free. Further, the methodology for evaluating orphan drug treatments is often still in

experimental phase, impeding assessment of clinical relevance and cost effectiveness.

12



Several countries have through legislation, provided incentives to drug manufactures to

encourage them to manufacture orphan drugs. According to reports, while legislations on
orphan drug development, have facilitated development of orphan drugs through several
incentives, they have not been able to check the prices of these drugs. For instance, the
cystic fibrosis drug, Kalydeco (ivacaftor) is priced at £14,000 per patient per month. In fact
each one of the world's 10 most expensive drugs is an orphan, with Soliris (eculizumab)

being the most expensive at £340,000 per patient per year. Although these are prescribed

to fewer patients their high prices can result in revenues e lent to traditional

blockbusters. In fact, almost a third of drugs for rare diseases exceed £1bn in annual
sales. The global orphan drugs market is expected to rea 020, and account
consideration for any policy or legislative meag@fe ed omotion of

orphan drug development.

2.6 Need to balance competing in resource constrained

settings 5

Rare diseases constitute 3 den independent of a country’s size and

demographics; thesg aris iacreased healthcare spending and lost

number of pé be addressed by allocating a relatively smaller amount, on the
other, for fundingtreatment of rare diseases, much greater resources will be required for
addressing health problems of a relatively smaller number of persons. This raises
questions of fairness and reasonability. However, it also raises issues of ethics and equity
of opportunity for patients to benefit, in the interest of patients suffering from rare
diseases. Hence any policy on treatment of rare diseases will have to strike a balance

between access to treatments with health system sustainability.

13



3. Development of Policy for Treatment of Rare Diseases

3.1 Need for a Policy

Rare diseases are, in most cases, serious, chronic, debilitating and life threatening, often
requiring long and specialised treatments. In addition, they often result in some form of

handicap, sometimes extremely severe ™ At least 80% of rare dise have an identified

genetic origin®™” and hence disproportionately impact childre of new cases are in

children and are responsible for 35% of deaths before the , 10% between the

o have successful careers,

& unlikely to require other high

drain, asf : 3 iSiprohibitively high. This has resulted in hapless parents
of chifdie i Mitare disases, whose treatment cost were not being covered by
f.' ot being reimbursed, in approaching the courts seeking
continue. The ble High Court of Delhi in W.P. (C) No. 4444/2016, W.P. (C) No.
7730/2016, and W.P. (C) No. 7729/2013, had directed the Ministry of Health & Family

Welfare to frame a “national policy on treatment of rare diseases’.

14



3.2 Committees appointed by the government to make recommendations to frame

a policy on rare diseases

Pursuant to the orders of the Hon’ble Court, the GOI had constituted committees with
the objective to make suggestions towards framing of a ‘national policy on treatment of
rare diseases’. Similarly, the Government of NCT of Delhi had also appointed a high
powered interdisciplinary committee on rare diseases. The various committees that were

appointed were:

e Committee under Professor V.K. Paul, Head, Depa nt of Pediatrics, AlIMS,

Institute of Medical Genetics Geno )i ;

for Therapy and Management’

y for rare genetic disorders’, the Committee

ilable therapies and prioritisaiton for genetic disorders

Table 2: The ee categorised genetic disorders into three categories and made

recommendations for each category

1 Disorders amenable to | Prioritise funding for this category as:

one time treatment
e One-time treatment cost ranges from 5 — 20 lacs,
(curative)

: which is much less compared to long term therapy

15



e Treatment outcome is good

. Facilities for treatment are available in both
private and public sector with good expertise and
outcome

e Funding should also include support for follow up
therapy

e Ceiling on existing funding limit should be made

flexible

care

2 Disorders requiring long

term/life-long therapy

e Cost of therapy for

some supp
e Prioritise this category based on

nt outcome eg. Gaucher’s

. 2 iteria for inclusion and exit
apy and for assessing response to and
on therapy

institutes with sufficient manpower,

facilities and expertise to manage these diseases

e Supportive therapy is the only available option

¢ Need to provide care and support services

As about 80% of rare diseases are genetic in nature, the Committee recommended that it

is important to provide genetic counseling and offer prenatal testing to the families with

genetic disorders, as it will provide them an option of terminating the affected fetuses.

16




3.2.2 The I.C. Verma Sub - committee Report

The Sub-committee reviewed the burden and definitions of rare diseases globally as well
as in India, availability of drugs and treatment options for various rare diseases, cost
estimation and evidence on treatment outcomes, considered the challenges in treatment
of rare diseases, reviewed the funding mechanisms for treatment of rare diseases in
several countries and made recommendations for mechanisms of approving and

regulating access and other inputs for formulating a national plan on rare diseases.

The Sub-committee specifically evaluated the availability an cacy of treatment and

The sub-committee calculated the a

10 kg child.

Gaucher 39,84,768
10kg 71,86,340
aliglucerase (Pfizer) - No information
available

Aldurazyme (Genzyme) 10kg 46,78,464
Pompe Myozyme (Genzyme) 10kg 48,94,368
Fabry Fabrazyme (Genzyme) 10kg 18,29,712
“MPSII Elaprase (Shire) 10kg 44,00,000

MPSII Hunterase 10kg 1,72,22,400

(0.5mg/kg/week) (Green Cross-Korea)

17



Vial 2mg 3mg/6ml (0.5mg/ml) vial

1,43,520/- per vial

MPS VI Naglazyme 10kg 1,09,51,200
(1mg/kg every week) | (USD 1755 per vial)

Vial 5mg

MPS IV Vimizim . 10kg 1,33,28,640

(2mg/kg/every week) | (USD 1068/Vial)

Vial 5mg

*including customs duty, CVD. Taxes, Octroi etc.
Source: I.C. Verma Sub-committee Report

The Sub-committee similarly evaluated the tre and cost offthborn Errors

of Metabolism (ELMs).

The Sub-committee notes that varigil

countries cover the cost through their NatienalHealth Services, for instance, most of the

European countries. | s ipy is approved by the FDA, the insurance

| 3t there is a need for the government to play a role in evolving
treatment of rare diseases and made recommendations for

formulation o al policy for treatment of rare diseases.

3.2.3 The D.K. Tempe Committee Report

The Committee considered the prohibitive costs of treatment and competing priorities of
public health and resource allocation; inadequate prevalence data; and still unravelling
diagnostic and treatment landscape. It suggested that the national policy should cover
treatment in a phased manner, starting with rare genetic disorders, for which treatment

with good clinical outcome is available. The policy could be progressively revised with

18



increased knowledge and clarity about epidemiological data, diagnostic and treatment

options, evidence on clinical outcomes, reduced cost of drugs, etc.

Expanding on the challenge of economic evaluation and resource allocation for rare diseases,
the committee gave the example of cost of ERTs to treat LSDs (Gaucher, Pompe, Fabry etc.)
and stated that Enzyme Replacement Therapy (ERTs) is very costly and life-long and the
public health system cannot support it in a cost-effective way with its own funds. The

annual recurring cost of one patient with ERT could range from 1.8 — 17.0 lakhs per kg of

Thus, the committee cautioned that p g > |limited in the public health
system, appropriate choicgs a@e taking into account the larger canvas of

d the economic consequences of each life

the prohibitive of treatment and the other formidable challenges as discussed above,
appreciated from the perspective of public health principle of evidence informed resource
allocation for garnering optimal outcome for the resources allocated, makes it imperative

"that the same be done in a phased manner.
3.3 Policy Recommendations

The committees made several recommendations, some of which are overlapping,

towards formulation of a ‘national policy for treatment of rare diseases’. The

19



recommendations go beyond treatment funding and takes a more holistic approach

towards rare diseases, encompassing suggestions towards - prevention, awareness
creation, training, research and development in treatment and diagnosis, development

of orphan drugs, reducing cost of orphan drugs, provision of insurance coverage etc.,

The recommendations fall in the domain of several ministries and departments, which is
recognition of the fact that an effective response to rare diseases will require a
comprehensive and convergent intersectoral effort. The Policy Digections in the next

section, reflect on this recognition and delineates the rol@s” for ministries and

departments, in addition to the Ministry of Health and Famil§ ffare.

20



4. Policy Direction

In light of the severity and impact of rare diseases on patients and their families and the
directions of the Hon’ble High Court of Delhi, a roadmap for facilitating access to
treatment for rare diseases has been prepared. The recommendations of the government

appointed committees have been considered while making the policy direction.

4.1. Implementation Mechanism

The Policy highlights the measures and steps that ought t ediately and also

extended based on adequate evidence and data rom epidemiological studies

and research.

The Policy envisages setting up a Cons |

below.

Constituting a Consultative Committee (inter-ministerial) at National Level

e Constituting a Technical cum Administrative Committee at Central as well as State
levels for management of and release of corpus funds and developing various
technical requirements for identification and treatment of rare diseases

e Creating a corpus fund at Central and State Level for treatment of rare diseases

e Creating a Web-based application for online application process

e On the basis of the current knowledge, developing materials for generating

21



awareness in the general public, patients and their families and health care

providers. To be revised with avai!abiﬁty of new information and knowledge

B. Long term measures for progressive realisation through a roadmap with phases

and benchmarks

The activities indicated below are indicative and can be expanded depending on

Creating a patient registry for rare diseases

Putting systems in place for reporting and data collection

Conducting epidemiological study to estimate preval f rare diseases
Arriving at a definition of rare disease based i ogical study and
reporting

Taking measures to improve research a
modalities, care and support, drug develop rphan drugs etc.

conducive environment for

improvement in our knowledge and understanding of rare diseases and the type of

response it will require, based on availability of data an evidence generated through

research and studies.

4.3.1 Ministry of Health and Family Welfare

22




b)

d)

f)

Health Ministry to create a cell on rare diseases within itself, to be headed by a
Joint Secretary and constituting 2 consultants. It will act as a nodal agency and
coordinate all the activities of the Health Ministry on rare diseases.

Indian Council of Medical Research (ICMR) to constitute a division or identify one
of its existing divisions, to promote research and development in the field of rare
diseases for diagnosis and treatment of rare diseases, including through

international/regional collaborations.

Define TOR and responsibilities of Consultative Com and also of the

history and clinical characteristics of rare @ise#sés and assess the long-term
outcomes of treatment.
Take measures to collect epi

Take measures to create awar

e BPL category who get identified with rare diseases, make

and supportive services, whether in private or government

ICD 11 Issifies about 5000 rare diseases. The centres identified by the
Central/State government for categorising rare diseases in India, need to
group/put rare diseases under already identified disease classification under ICD
11. If any new rare disease is identified, steps will be taken by the Ministry for
sending required evidence to WHO for inclusion of the disease under ICD
classification.

Central/State Governments will support in strengthening/establishing

23



k)

laboratories required for various technical activities related to rare diseases.

As a preventive measure, consider feasibility of providing pre-conception and
ante-natal genetic counseling and screening programmes for diagnosing genetic
disorders, which would provide a choice to parents about giving birth to children
with genetic disorders, especially to families that have a diagnosed genetic
disorder or a high risk for it.

Central/State Government shall utilize existing new born screening programme

for early detection of treatable rare diseases, to the extent considered feasible.

Creating a National and State Level Corpus

1. The Government of India (GOI) to se

giifliseases can be progressively

ailability of epidemiological data,

4. The corpus can be used for part funding of the treatment cost depending on

the type of treatment (one time/long term), cost of treatment, clinical
outcome or other related considerations.

5. To ensure sustainability of the corpus, the Public Sector Undertakings (PSUs)
and corporate houses, to be encouraged to make contributions as per
Section 135 and Schedule VII of the Companies Act as well as the provisions

of the Companies (Corporate Social Responsibility Policy) Rules, 2014 (CSR

24



Rules)

n) Creating a web-based application for online application process

4.3.2

b)

4.3.3 Ministry of Co

To ensure timely decisions and release of funds, a web-based application would
be developed for creating online mechanism for applying to the corpus. Central
government will create this web-based application within 6-12 months of the
release of this policy. It will have the details of the corpus and instructions and

mechanism for applying for funding. It would be open to h@#h individuals as well

as institutions as well as state government to apply fg ds by entering details

on the web application as per instructions provia

Consider mechanisms, legislg creating a conducive

environment for indigenous ma or rare diseases at affordable

prices.

he list in the Schedule for CSR activities.

Ministry o finance

Department of Revenue to consider removing import duty on ERTs.

Department of Financial Services to explore, on the basis of actuarial studies,
whether insurance sector should cover cost of treatment of rare diseases and
amend the Insurance Act accordingly. It is necessary to bring in health insurance
reforms through IRDA (Insurance Regulatory and Development Authority of India)

and government intervention.

25



4.3.5 Ministry of Labour and Employmeﬁt
Employees State Insurance Corporation (ESIC) to explore whether the ceiling limit
on funding treatment for rare diseases can be increased through suitable

amendments.

4.4 Implementation Framework on way forward

Each Ministry and concerned department should develop an implemgentation framework

on actions points to be taken by them on their sector wise onse to tackling rare

diseases. The implementation framework should have argeted approach,

complete with indicators and benchmarks (where appligable) and p sive realisation

through phases.
4.5 Setting Up of Committees
4.5.1 Constitution of Consultative ¢8

Government of India (GOI) to constitut €6mmittee headed by Secretary
Health to coordinate the jai

meetings could be he

b) [
State Cous. It will be chaired by the Secretary and have such members as
considered necessary.

c) The Committees will meet once in three months.

d) The State corpus could be operated at the State level under the oversight of the

Central Committee.

4.5.3 The Broad Role of the Technical cum Administrative Committees:

26



b)

Central Committee will develop a priority list of rare disorders for which funding
support will be considered, on the basis of — disease severity, availability of
treatment, reasonably proven clinical outcome, cost data, cost effectiveness. It
will develop the priority list with due regard to the recommendations of the
government appointed committees.

Central Committee will develop objective inclusion/exclusion criteria on the basis

of which applications for funding support will be decided and the extent of funding

accredit institutions that will

that will provide treatment
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