Have a Heart, Save My Liver!

Where is the Cure Registered?

State of Hep C Treatment Access

Eight years since the approval of the breakthrough
treatment, sofosbuvir, which effectively cures hepatitis
C, new direct-acting antivirals (DAAs) regimens have
been approved and a variety of treatment access
strategies have been used to increase countries’
access.

The fact sheet provides in-country data to
further understand where the cure has been
registered and to inform advocacy efforts
for generating demand that could speed up
registration.

When a country is included in a voluntary licensing
agreement, before drugs and pharmaceutical products
can be marketed in that country, they must be
registered—approved for use by that country’s
regulatory authorities. This is done before aligning
new drugs in national treatment guidelines and before
widely prescribing them in the health system.While
drug registration policies and processes differ by
country, data on the quality, safety, efficacy, among
other characteristics of the drug usually must be
provided to national regulatory authorities for the
registration of brand/originator drugs by patent-
holding corporations.Whereas some national drug
regulatory authorities rely on the data from originator
drug developers to approve the registration of generic
versions of the drugs based on bioequivalence',

other national regulatory authorities require

generic manufacturers to conduct additional, local
bioequivalence studies or clinical trials, to confirm

the safety and efficacy of these drugs. Another

factor which delays/hinders drug registration is the
fact that some countries have limited capacity and
human resources to review the filed dossiers for drug
registration—or, in the case of a silent disease like
hep C—drug approval is less of a priority if the
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disease is seen as not affecting the national population
or if it is predominantly affecting stigmatized key
populations.

Presently, 105 countries fall under the Gilead
voluntary license for sofosbuvir and sofosbuvir-based
regimens; 91 often high-burden, high- and middle-
income countries are left out. Under the AbbVie
voluntary license, 96 countries can access glecaprevir/
pibrentasvir (G/P); more than 100 often high-burden,
high- and middle-income countries are excluded.
The Medicines Patent Pool (MPP) signed separate
licensing agreements for daclatasvir and G/P, which
allow generic manufacturers to supply these quality-
assured medications. There’s only one supplier, Mylan,
for generic G/P and production was stalled in 2020,
due to COVID-19 and limited demand for this hep C
generic. The company Bristol Meyers Squibb, which
held the patents on Daklinza (daclatasvir), withdrew
its marketing authorization in 2020 and allowed

its patents to be withdrawn or lapse, including in
countries outside the voluntary license territory.

Generics access has also expanded thanks to

fierce activism to invoke legal intellectual property
mechanisms, such as patent oppositions and
compulsory licenses. Patent oppositions in Brazil,
China’, and at the EU-level challenged patent
protection on sofosbuvir, seen as not meeting
patentability criteria. The EU patent decision is
currently under appeal. In 2018, Malaysia granted a
compulsory license on sofosbuvir, which provides
royalty compensation to Gilead,* and allows for the
local production or importation of generic versions
of the drug. Generic competition has dramatically
reduced the prices to approximately US$60 per 12-
week course, particularly in high-burden countries,
such as Egypt, India, and Pakistan.> However, many
high-burden upper- and middle-income countries (U/
MICs) continue to face patent and pricing barriers.



These combined treatment access strategies have
contributed to increased treatment uptake and
encouraged countries’ commitments to meeting
global hepatitis targets by 2030.In 2017, the WHO
estimated that 5 million (7%) of the 71 million people
living with chronic HCV were treated. Since then,
estimates put treatment uptake higher at 10-12
million people (14-17%)¢ cured with both branded and
generic treatments.

According to the WHO, in 2019 there were 62

low- and middle-income countries with at least one
version of sofosbuvir/daclatasvir, sofosbuvir/ledipasvir,
or sofosbuvir/velpatasvir registered. According to
the MPP, as of Q3 2020, where 28.7% of people living
with HCV reside, 10 countries approved generic
sofosbuvir/daclatasvir. Of those, 4 countries have sold
it: India, Myanmar, Nigeria, and Uganda. Furthermore,
9 countries filed the registration. Of those, one_
country has sold it: Vietnam. Sales in the absence of
registration could occur through other procurement
channels or exemptions. Combined, 52.2% of people
living with HCV reside in these 19 high-burden
countries.

We provide supplemental evidence, using community
and in-country data, to further understand the
registration gaps for DAAs.The data highlights the
availability and registration of DAAs for community
leaders and policy makers to reflect in their national
elimination advocacy work.

Methods

Crowd-sourced data from 827 countries, provided by
60 in-country contributors and partner organizations
and captured in the free, public mapCrowd platform,
was collected from 19 November 2020 to 30 April
2021.We focused on 82 high-burden HCV countries,
including 55 PEPFAR-funded countries.

We included PEPFAR countries to inform funding
campaigns that urge the inclusion of viral hepatitis
and harm reduction in its funding strategy, as part of
providing comprehensive care for people living with
HIV.

We recognize the limitations of the crowd-sourced
data which rely on where we have in-country
contributors and networks. For example, Scandinavia
has registered the branded Gilead DAAs but we do
not have contributors there and these countries

do not fall within the 82 high-burden and PEPFAR
countries that we prioritized.

We focused on 7 available originator and generic
DAAs: sofosbuvir and daclatasvir; and fixed-dose
combinations of sofosbuvir/daclatasvir; sofosbuvir/
velpatasvir; sofosbuvir/ledipasvir and glecaprevir/
pibrentasvir.We chose these treatment regimens
because they are part of pangenotypic regimens or
mostly commonly prescribed in countries.
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Branded sofosbuvir (Sovaldi) is registered in the EU and 40 of the total 82 (or 48.8%) high-burden and PEPFAR-
funded low- and middle-income countries (LMICs) examined.

Branded Daclatasvir (Daklinza) is registered in the EU and |9 of the total 82 (or 23.2%) countries examined.®



Branded Sofosbuvir/velpatasvir (Epclusa) is registered in the EU and 35 of the total 82 (or 42.6%) countries
examined.

Branded Sofosbuvir/ledipasvir (Harvoni) is registered in the EU and 44 of the total 82 (or 53.6%) countries
examined.



Branded G/P (Mavyret) is registered in the EU and 8 of the total 82 (or 9.8%) countries examined.



Generic sofosbuvir is registered in 44 of the total 82 (or 53.6%) high-burden and PEPFAR-funded LMICs
examined.

Generic daclatasvir is registered in 34 of the total 82 (or 41.5%) countries examined.



Generic sofosbuvir/daclatasvir fixed-dose combination is registered in 23 of the total 82 (or 28%) countries
examined.
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Generic sofosbuvir/velpatasvir is registered in 24 of the total 82 (or 29.3%) countries examined.



Generic sofosbuvir/ledipasvir is registered in 35 of the total 82 (or 42.6%) countries examined.
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Generic glecaprevir/pibrentasvir is registered in | of the total 82 (or 1.2%) countries examined.
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Inludes Harvoni, Sovaldi, and Epclusa (105 countries).
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Of the 82 countries we examined, there are no countries that registered branded Mavyret out of the 96
countries under the AbbVie voluntary license.
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There are 27 countries where generic sofosbuvir-based DAAs are registered out of 105 countries in the Gilead voluntary licenses.



To ensure generic pangenotypic DAA options,
registration should be sped up in Middle East and
North Africa (e.g., Iraq, Tunisia), southern, western and
eastern African countries (e.g., Burkina Faso, Senegal,
Zambia) and Latin America (e.g., Ecuador, Guatemala)
countries.

Demands

We hope that by providing details on the DAA
registration gaps we can hone advocacy efforts in
countries that are missing treatment—particularly
generic pangenotypic—options. By summarizing the
registration gaps, we hope we can encourage in-
country advocates to further explore the bottlenecks,
from both industry and government sides, and
strategize best treatment access strategies and
practices to overcome them.

We demand governments:

e Through regulatory agencies, to speed up the
approvals of pending filings;

Optimize the availability of WHO prequalified and
high-quality generic DAAs, with goals to expand
generic pangenotypic options;

Through procurement agencies, pool procurement
of DAAs with COVID-19, HIV,TB, and malaria
medications relevant to the national
epidemiological profile;

Apply harmonized registration procedures, such
as through the WHO Collaborative Registration
Procedure; and

Leverage HIV, reproductive/sexual health, and
harm reduction infrastructure and funding;
COVID disrupted programs and

reappropriated funding, staff, and resources.

Due to the lack of global HCV funding,

it is possible to include HCV in the Global

Fund and PEPFAR country proposals.

Proposals can be framed as part of meeting

the needs of people coinfected with HIV and viral
hepatitis, and as part of providing wraparound
services for people using HIV, reproductive/
sexual health, and harm reduction services.
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& Please note that the company Bristol Meyers Squibb,
which held the patents on Daklinza (daclatasvir),
withdrew its marketing authorization in 2020 and
allowed its patents to be withdrawn or lapse, including
in countries outside the voluntary license territory.
This could broaden access to daclatasvir for eligible
countries.
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