Annals of King Edward Medical University

Perspective

Hepatitis C Drugs Made in Pakistan

Nida Waheed', Tooba Fida’, Saman Fatima’, Osman Khalid Waheed"

"MBBS Student; *Ferozsons Pharmacenticals

Abstract:

Hepatitis C is among the most prevalent liver diseases in the world caused by hepatitis C virus and it further predisposes the
patient to liver cancers. This virus is transmitted through the use of infected syringes, infected blood transfusions and sexual
contact with affected individuals. This disease is asymptomatic initially but may follow an acute or chronic progressive
course. Pakistan has a significant ratio of hepatitis affected patients with every one out of 20 individuals being seropositive.
The treatment of hepatitis and its success is dependent upon the early diagnosis of the disease through the identification of
anti HCV antibodies and further disease confirmation by detection of HCV RNA through nucleic acid amplification tests.
Ferozsons pharmaceutical company is credited with the introduction of effective Hepatitis C treatments in Pakistan which
were initially were expensive. However, with the development of new and better medicines the cost reduced effectively and
the treatment is now affordable by people with low income. Many actions have been taken at the government level which
have made mass screening of the individuals along with appropriate and timely supply of medications possible. Another
important step in eradicating Hepatitis C is the education of the public by advertisements, seminars and HCV courses
conducted by specialists. Project ECHO deserves mention, as it shows that people treated according to ECHO methodology
have better prognosis than the others.
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Introduction:

I l epatitis C is a disease caused by the Hepatitis C
virus (HCV). The virus can cause both acute and
chronic hepatitis'. In many patients of chronic hepatitis

epidemic of historical proportions, one person in every
20 Pakistanis is infected’. In Pakistan HCV contributes
a major share to the liver disease burden. Unfortunately,
in most of the cases, the virus is acquired through the
health care procedure’. No decrease in HCV disease

symptoms do not appear initially. The virus is transmi-

tted via blood borne route i.e. via infected syringesz, burden has been observed during the last 3 decades.

through blood transfusion and unsafe sexual practices3.
A number of patients with chronic Hepatitis C can dev-
elop hepatocellular carcinoma’,

Hepatitis C is found throughout the world. The greatest
prevalence is found in the WHO Eastern Mediterra-
nean region and the WHO European region (2.3% and
1.0% respectively). Prevalence of HCV in other WHO
regions varies from 0.5 to 1.0%. In countries which
were lacking in infection control, HCV infection is seen
widespread in the general population. India exhibits a
seroprevalence of 0.9% whereas Egypt exhibits a sero-
prevalence of 22%'. Pakistan has been facing an HCV

The determination of virus genotype has significant
consequences on the therapy response and disease
management. Therefore, it is essential for the prevalent
genotype of HCV in a region to be documented. The
prevalent HCV genotype in Pakistan is 3a (58.16%),
followed by 3b (9.05%), 2a(6.70%), 1a(6.22%) and
1b(2.39%)".

Both Interferon and Sofosbuvir have seen to be effe-
ctive against genotype 1a but treatment with Sofosbuvir
has fewer adverse effects and more tolerability. Direct-
acting antivirals (DAAs) have revolutionized the treat-
ment of hepatitis C. This newer class of drugs targets
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specific steps in viral replication. DAAs have shorter
treatment times, fewer side effects and higher SVR rates
than other drugs’.

WHO aims to eliminate the virus by the end of 2030’
This can be achieved only be mass screening and admi-
nistration of timely treatment as no vaccine for HCV
has been developed yet. The mainstay of screening for
HCV is to screen for anti-HCV antibodies in the high-
risk group. The serum cut-off ratio value indicates if
there is need of supplemental assay to confirm initially
reactive test. The confirmed diagnosis is based upon the
detection of HCV RNA in the serum of affected
patient i.e. upon the nucleic acid amplification test
(NAAT)".

Project ECHO stands for "Extension for Community
Healthcare Outcomes". It is a collaborative model of
medical education and care management that empo-
wers clinicians everywhere to provide better care to
more people, right where they live. Project ECHO aims
at reforming and enhancing the way education and kno-
wledge are delivered to reach more people in villages
and underprivileged communities. Project ECHO with
international affiliation has trained a number of physi-
cians across Pakistan in liver diseases management.
Health Net Pakistan is implementing Project ECHO in
Pakistan for Hepatitis and Liver care.

Ferozsons in collaboration with HealthNet has organi-
zed various activities and events under the project
ECHO to raise awareness among the general public
about liver disease emphasizing in particular on Hepa-
titis B and C with respect to their immunization, sym-
ptomatology and treatment. Students and children
(particularly those belonging to rural areas) were enga-
ged via various activities and story-telling to deliver to
them the information in an effectively manner.

In addition to this, Ferozsons has now also collaborated
with HealthNet Pakistan to provide an innovative
Diabetes management and training Continuous Medi-
cal Education (CME) programme for the primary care
healthcare professionals. The pharmaceutical company
has played a significant role in checking the Hepatitis C
disease burden in Pakistan with the timely introduction
of cost-effective drugs.

This article aims at discussing the timeline of anti-HCV

drug introduction and development in Pakistan's phar-
maceutical scenario and elaborates the strategies for
elimination of the virus from among the masses.

Obijectives:

The purpose of this study is to achieve high cure rates
through standardized medicines and to overcome tradi-
tional limitations in documentation and performance /
outcome measures through the use of an integrated
EMR platform. The documentation of the diagnosis,
treatment, compliance and cure and to use standardised
treatment protocol for curing patients. All these efforts
will play major role to achieve the main aim i.e. the
elimination of this disease from our country.

Discussion:
HCV Treatment Program:

New infection with HCV gets cured by person's own
immune reaction, therefore it doesn't need any treat-
ment. Notwithstanding, when HCV disease gets persis-
tent, treatment is important. The aim of Hepatitis C
treatmentis to cure the disease.

In July 2018, WHO updated its "Guidelines for the care
and treatment of persons diagnosed with chronic hepa-
titis C infection." WHO's updated 2018 guidelines
suggest treatment with Pan-genotypic direct-acting
antivirals (DAAs). DAAs can treat most people with
HCV infection, and treatment span is short (generally
12 to 24 weeks), depending upon the presence of cirt-
hosis of Liver.

WHO suggests treating all people with chronic HCV
disease beyond 12 years old with Pan-genotypic DAAs.
These DAAs are expensive in high income countries.
Nonetheless, they have become less expensive in many
nations with low income, because of different generic
versions of these drugs.

Treatment Journey in Pakistan:

In 2006 Ferozsons and Bago enter into a Joint-venture.
In this way, in Pakistan through this joint-venture with
Bago group established production of generic Inter-
feron. In 2010, Pegylated Interferon started to process
here locally. Later in 2014, there was a landmark achi-
evement to introduce Sofosbuvir in Pakistan under a
special program at 1% of the USA cost. The production
of firstlocally and officially licensed Sofosbuvir generic
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by Ferozsons started in 2016. In the next year Sofos-
buvir—Ledipasvir and Sofosbuvir—Velpatasivir were
introduced on named patient basis and Daclatasvir was
also launched.

Generics Expanded Access to Treatment:

As different generics was introduced, the treatment
became more affordable and a larger patient population
started to benefit. Sofosbuvir was available at a rate of
almost $300 in year 2015 and in the next year, further
generic forms started to reduce the expense, ranging
from $30-$58. Later, the owning company, Gilead, lice-
nsed generic forms. The treatment then cost $40-55.
The single pill treatment became affordable to the ext-
ent of $140 and China sourced Sof / Dac were available
at the rate of $30-45. The availability of different affo-
rdable generic forms increased the number of patients
getting treatment from 65000 to almost 250k-400k. In
this way, the disease became cheaper to treat with time.

Work with Government:

The big goal is now to work with government, to incr-
ease the number of people getting screened in early
stages and getting treatment by threefold. Mass scree-
ning is a big factor in this pathway and requires capacity
building. An End to End Test-Treat-Cure Program
needs to be developed where the centre should be
equipped with HCV-EMR (HCV-electronic medical
records) systems and proper screening should be done
and as the patient is diagnosed with HCV infection at
chronic stage, the patient should get documented and
provided with medicine at the same centre. To ensure
follow up, the patient will be advised to come back to
take new medicine after submitting the empty bottles in
subsequent month's visit.

Educate to Eliminate:

Different programs about awareness and as well as
management are important to involve the public, health
care providers and medical professionals and to expand
the treatment scale. KOLs (Key Opinion Leaders) can
spread the word and influence a larger audience.
Advertisements on the screen can also be very effective.

Seminars with emerging physicians will catch their
attention and their interest in this field will be of great
benefit to the community. HCV courses for PCPs in
partnership with GI societies can be started in highest

prevalence districts first.
Project ECHO through Government:

Project ECHO (Extension for Community HealthCare
Outcomes) is a collaborative model of medical educa-
tion and care management that empowers clinicians
everywhere to provide better care to more people, right
where they live. Through this program, awareness is
provided in School and students from different medical
institutes volunteer for the awareness campaigns.
Doctors as well as medical students educate school
going children about the spread as well as prevention
from Hepatitis C. Healthcare providers also get training
to better treat the disease under this project. Project
ECHO has been accepted by the whole world as an
effective tool to improve patient care. Published data
shows that patients who got care from the health care
providers trained under ECHO training programs had
better outcomes than those treated at specialized
referral hospitals, with no such training. Government
can help a great deal in managing it for HCV.

Conclusion:

Hepatitis C is one of the most serious liver infections
leading to hepatocellular carcinoma. However, the hep-
atitis can be effectively treated through the use of vari-
ous medications that have been developed and are imp-
roving with time. The treatment of hepatitis C by the
using appropriate medications require timely and
accurate diagnosis through screening of antt HCV
antibodies as well as the knowledge of the specific virus
genotype causing the disease. Ferozsons has introduced
new anti-viral hepatitis medications and is developing
them at local level. In order to achieve the WHO aim of
worldwide eradication of Hepatitis C by 2030, associa-
tion with the government is essential in order to mass
screen, treat and further prevent the recurrence in pati-
ents as well as to educate the public about this disease.
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