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Overview

Imost five years ago, Canada responded to the urgent

need for medicines in many developing countries by

creating “Canada’s Access to Medicines Regime”, with

the goal of getting more affordable, generic medicines

to patients in the developing world. Unfortunately, that
laudable initiative was, and is, seriously flawed. But now there
is a chance to fix it, helping thousands of people in developing
countries survive — and in particular, helping prevent the deaths
of thousands of children.

The United Nations estimated in 2007 that there were 33 million
people living with HIV, including 2.5 million children. Roughly
95 percent of them live in developing nations. Over 8,000 people
worldwide die of HIV/AIDS each day.

The law creating Canada’s Access to Medicines Regime
(CAMR) was passed by Parliament in May 2004 — with unani-
mous support from all political parties. Yet in all the years since,
CAMR has been used only once. Why? Because the law has se-
vere shortcomings. Both the companies that make generic medi-
cines and the developing countries that need them are reluctant to
face the bureaucratic burden of the current law. Unless it’s fixed,
CAMR may never be used again — and people who cannot get
affordable medicines will pay the price.
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The good news, though, is that CAMR
can easily be simplified... without any
additional spending.

n testimony and submissions to Parliament, the Canadian

HIV/AIDS Legal Network and other organizations have out-

lined how CAMR can be streamlined by moving to the ‘one-

licence solution’ described here. The timing is crucial. Lives

are being lost each day. Amendments to the legislation are
being prepared and, just as importantly, a private company is step-
ping up to the plate.

Canada’s largest generic pharmaceutical manufacturer has
made the commitment that, if CAMR is simplified, it will produce
a lower-cost children’s version of a key AIDS drug for export to
developing countries under CAMR.

Those medicines are needed urgently. Parliament needs to act
urgently to make CAMR work to help some of those who are most
vulnerable. Canada can still deliver on the pledge made when it
created CAMR.



Background

n May 2004, Parliament

unanimously passed a law

creating CAMR, an initia-

tive that was supposed to

address the urgent need
for treatment for patients with
HIV and other health problems.
However, CAMR’s processes
and requirements are unneces-
sarily cumbersome and are ill-
suited to the practical realities
facing developing countries
and generic manufacturers.
Sadly, these have proven to
be a disincentive to its use. In
more than four years, only one
country (Rwanda) and one Ca-
nadian generic manufacturer
(Apotex Inc.) have used the
regime, with a first shipment of
an AIDS drug in October 2008.

While this is a tremen-
dous breakthrough for several
thousand people living with
HIV in Rwanda who will get
life-saving treatment, this one
shipment took years of effort;
these medicines are getting to
patients despite all the hurdles
in CAMR, not because CAMR
is truly workable. Indeed, all
evidence suggests CAMR is
unlikely to be used again unless
it is simplified. CAMR does
not work for either the potential
purchasers and beneficiaries of
more affordable medicines, nor
the potential suppliers of those
medicines. It needs to be fixed.

Canadian non-govern-
mental organizations (NGOs),
legal experts and other advo-
cates have made concrete rec-
ommendations for reforming
CAMR to remove the red tape.
Those recommendations are in-
formed by the experience with
the one use of CAMR to date,
as well as by input from inter-
national legal experts and those
directly involved in procuring
medicines in and for develop-
ing countries. In broad terms,
the recommended reforms are
essentially the same as those
that have been put forward by
generic pharmaceutical manu-
facturers in Canada, including
Apotex, the one company that
has been through the CAMR

process. There is a basic con-
sensus across all these experts
that CAMR needs to be fixed.
Yet the Government of Canada
has, to date, taken the position
that it is premature to reform
CAMR, even as the global
AIDS pandemic and other dis-
eases cause preventable suffer-
ing and death.

This backgrounder outlines
the urgent need for practicable,
affordable paediatric formula-
tions of AIDS medicines and
the prospects for reforming
CAMR to address that need.

Dying for drugs:
forgotten children
in the developing
world

n sub-Saharan Africa,

HIV has become one of

the major killers of young

children.  According to

the Joint UN Programme
on HIV/AIDS
(UNAIDS),
more than 2.3
million children
under the age of
15 are infected
with HIV, and |
approximately
90 percent of
them are in sub-
Saharan Africa.!
Of the estimated
780,000 in need
of antiretroviral
(ARV) treat-
ment, only 15
percent are on
treatment, and in Sub-Saharan
Africa this number falls to 6
percent.? Reflected in these sta-
tistics is the reality is that in the
developing world, half of chil-
dren infected with HIV will not
live to see their second birth-
day.® Yet early treatment with-
in the first few months of life
can dramatically improve the
survival rates of children with
HIV. A recent study in South
Africa found that mortality
was reduced by 75 per cent in
HIV-infected infants who were
treated before they reached 12
weeks of age.*

“Children infected in early infancy usu-
ally die before the age of two. There
are more than half a million deaths
of children from AIDS every year. ...
It leaves the mind reeling to think of
the millions of children who should be
alive and aren’t alive, simply because
the world imposes such an obscene
division between rich and poor.”

— Stephen Lewis, UN Secretary-
General's Special Envoy for HIV/AIDS
in Africa, World AIDS Day, December
1,2005

Treating HIV
positive children
in the developing
countries: the
challenges

n a major report released a
few years ago, the World
Health Organization
(WHO) recognizes that
there is a critical need to
provide ARV therapy for infants
and children with HIV.> The
report highlights that in coun-

tries where this has been done,
infants and children with HIV
now survive to adolescence and
adulthood.

However, scaling up treat-
ment for children with HIV
faces several obstacles, such as:
the lack of affordable simple
diagnostic tools; infrastructure
and delivery problems; insuffi-
cient understanding that ARVs
work in children; and above all,
a lack of affordable, practicable
antiretroviral formulations for
children. The WHO report
identified that:
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...adherence in children is a special
challenge because of factors relating
to children, caregivers, medications
and the interrelationship of these fac-
tors. The lack of paediatric formula-
tions, poor palatability, high pill bur-
den or liquid volume, frequent dosing
requirement, dietary restrictions and
side-effects may hamper the regular
intake of required medications.®

The WHO report recogniz-
es that medicines in the form
of syrups and solutions remain
necessary for treating very
young children and infants that
have problems swallowing. But
it also urges that large volumes
of liquid or syrup formulations
should be avoided where pos-
sible, for various reasons. Syr-
ups are often only available in
limited quantities and at high
cost. They are more difficult to
store, including requiring re-
frigeration in some cases. They
often have a reduced shelf-life,
taste unpleasant and are harder
for parents or caregivers to ad-
minister, all of which make it
harder to ensure children get the
right amounts of
medicines at the
right times. They
are very cumber-
some to transport,
which makes
them ill-suited for
more remote set-
tings and settings
where transporta-
tion infrastruc-
ture is weak. All
of these factors
mean other op-
tions are critical
for treating pa-
tients, and in par-
ticular infants and
children.

“We have some syrups, but | don’t
particularly like using them as they
are complicated to teach someone to
use and fraught with error.”

— Dr. Adrienne Chan, Dignitas Medical
Coordinator, Zomba (Malawi)

In East Africa, for example,
arecent report by the UN Devel-
opment Program (UNDP) found
access to essential medicines
for HIV treatment is beyond the
reach of a large percentage of



the infected population in the
EAC.” With more than 6 mil-
lion people living with HI'V and
an average HIV prevalence rate
exceeding 5 percent, provid-
ing a good standard of care and
treatment places an enormous
burden on available services
and support systems. This bur-
den is primarily due to the high
price of essential medicines.
Although access to ARVs has
expanded considerably in re-
cent years, the sheer scale of
need in the region means that
only a small percentage of the
persons in need of ARVs are re-
ceiving treatment.

The problems of access to
affordable AIDS medicines are
further compounded for chil-
dren living with HIV/AIDS be-
cause of the lack of “fixed-dose
combinations” (FDCs) — that
is, formulations that combine
several AIDS medicines in one
tablet — to replace individual
solutions. In just four East Af-
rican countries, there are over
135,000 children currently in
need of AIDS treatment.® Dur-
ing a UNDP field mission to the
region in August 2007, people
working on the front lines re-
peatedly reiterated the need for
simplified children’s formula-
tions of ARVs. Doctors, nurses
and procurement officers re-
peatedly refer to the problems
of adherence, supply storage
and the burdensome nature of
transporting large quantities of
the paediatric ARV syrups from
the local hospital dispensary to
patients’ homes.

To address these issues, the
WHO identifies two key recom-
mendations for those designing
policies and programs to im-
prove AIDS treatment, and for
health-care workers treating
patients:

1. There is a need to standard-
ize and simplify ARV regi-
mens for children.

2. When choosing regimens,
decision-makers should
consider ways to minimize
the challenges faced by the
child and caregivers regard-

ing medications and best fit
the ARV regimens into the
life circumstances of the
child and caregivers.

In the 7 months that he worked at the
Tsepong Clinic in Lesotho, Dr. Philip
Berger witnessed first-hand the dif-
ficulty that caregivers, who were pri-
marily grandparents, experienced try-
ing to administer the correct dosage
of the antiretroviral syrups to their
grandchildren infected with HIV:

“The grandparents were often con-
fused about the required dosage and
found it difficult to measure out the
exact amount the child needed. Paed-
atric solid formulations would greatly
ease the administration of treatment
for HIV-infected sick children and
dramatically increase the probability
of treatment success. Paediatric for-
mulations which contain all necessary
antiretrovirals in one dose are abso-
lutely necessary.”

— Dr. Philip Berger, Tsepong Clinic
(Lesotho) and St. Michael’s Hospital
(Canada)®

FDCs for children:
a patient-friendly
solution

o respond to the need

for practical solutions,

the WHO encourages

the use of fixed-dose

combinations (FDCs)
“when formulations of assured
quality and proven bioequiva-
lence are available as they offer
operational advantages.” By
combining multiple medicines,
FDCs can improve adherence
to ARV regimens, including for
children, by simplifying treat-
ment to just one or two pills a
day; this in turn limits the emer-
gence of virus that is resistant
to the drugs. In the right form,
FDCs also make it simpler to
store medications and distribute
them, particularly in settings
where infrastructure for proper
storage (e.g. refrigeration) and
distribution (e.g., transporta-
tion difficulties) is limited or
weak. However, there is a lack
of FDCs of standard ARV med-
icines suitable for children. To
scale up AIDS treatment, the

WHO “...strongly encourages
the development of formula-
tions appropriate for paediatric
use, particularly solid formula-
tions (e.g. crushable, dispers-
ible, granular, scored tablets or
capsules that can be opened) in
doses that can be used by paedi-
atric patients under 14kg.”!°

Fixed-dose  combinations
that are both affordable and
practicable are urgently re-
quired to help treat children
with HIV. The WHO report
recognizes that generic phar-
maceutical companies must be
encouraged to produce these
drugs at an affordable price.

The WHO Paediatric Antiretroviral
Working Group has concluded that
“priority antiretroviral products re-
quired for treatment include the need
for a 60/30/50mg tablet of zidovu-
dine/lamivudine/nevirapine.”"

‘It is crucial to have zidovudine-con-
taining FOCs in paediatric formula-
tions to widen choice for children. The
R&D pharmaceutical industry has not
been interested in producing such a
product ... due to different companies
holding the patents for the constitu-
ent drugs of the FOC. It is also very
important that there be more than one
producer of a zidovudine-based paedi-
atric FOC that is WHO-prequalified.”

— Dr. David Hoos, MTCT-Plus
Initiative,  Columbia  University
(USA)™

Admittedly, the market for
paediatric ARVs is smaller than
the market for adult versions.
However, there is a range of fi-
nancing options, including the
Global Fund to Fight AIDS,
Tuberculosis and  Malaria
(GFATM), to assist developing
countries in buying medicines.
On the supply side, we need
to make it straightforward for
companies who believe they
have a corporate responsibility
to respond to this humanitar-
ian crisis. If CAMR were more
user-friendly, it could play a
role in getting lower-cost, ge-
neric AIDS drugs — including
FDCs suitable for children with
HIV — to developing coun-
tries.
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One drug, one
country in

four years:
CAMR is not an
“expeditious
solution”

n 2003, Canada and other
members of the World
Trade Organization
(WTO) agreed that there
needed to be an “expedi-
tious solution” to the problems
facing developing countries in
gaining access to lower-cost,
generic versions of medicines
for public health problems such
as HIV/AIDS. That agreement
became the basis for Canada’s
law creating CAMR, one of
the first such initiatives in the
world. But years later, it’s clear
that neither CAMR, nor the
similar laws adopted by a few
countries, are the “expeditious
solution” that was promised.

In 2008, Rwanda set a
global precedent when, after
an international competitive
tendering process, it decided to
buy a lower-cost, generic FDC
from the Canadian manufac-
turer Apotex.. The compulsory
licence issued under CAMR
— the only such licence to
date — authorizes the delivery
of enough of Apotex’s Apo-
TriAvir to treat approximately
21,000 people living with HIV
for 1 year. The selling price
is about one-third of what it
would cost if the brand-name
drugs were bought separately.'>

This breakthrough is wel-
come. It is the first such action
in the world. However, more
than 4 years have passed since
CAMR was created by Parlia-
ment. A single use of the re-
gime, to export one drug to one
country in a limited quantity,
is hardly a success; it is a drop
in the bucket. If CAMR is to
work as part of Canada’s re-
sponse to the global AIDS cri-
sis and other public health bur-
dens on developing countries,
it must be streamlined. Access
to workable AIDS medicines

for children living with HIV
is a particularly urgent need
that should spur Parliament to
make the necessary changes to
CAMR.

“Fixed-dose combination products are
needed in formulations that are palat-
able, that are easily transported and
stored, and that can be administered
to young children. Technology exists
that is able to produce paediatric for-
mulations of medications, but these
products need to be able to reach
children quickly to avoid deterioration
in their health. In order to encourage
generic companies to use their exper-
tise to develop paediatric formula-
tions and to ensure these drugs reach
children expeditiously, CAMR needs
to be amended to remove clauses that
unduly delay the export of generic
medications.”

— Dr. Joel Lexchin, School of Health
Policy and Management, York
University (Canada)'™

Children in the
developing world
can't wait: CAMR
needs reform now

n a review released in De-

cember 2007, the Minis-

ter of Industry concluded

that “not enough time has

passed and not enough
evidence has accumulated to
warrant making changes to
CAMR.” 15

But patients can’t afford
further delay by the Govern-
ment of Canada. Every day
thousands of people infected
with HIV die from lack of ac-
cess to affordable medicines —
one in two children with HIV in
the developing world die before
reaching their second birthday
because they don’t have access
to the medicines needed to save
their lives.

With all-party agreement in
Parliament to the bill that cre-
ated CAMR in 2004, Canada
promised to be become a leader
in helping developing countries
gain sustainable access to af-
fordable generic medicines by

allowing “compulsory licens-
ing” of patented medicines in
Canada solely for the purposes
of exporting them to those
countries. But the CAMR leg-
islation is seriously flawed: it
is layered with restrictions and
regulatory requirements that
have hindered efforts to use it.
Some of these are not even re-
quired under WTO rules — and
to the extent that the cumber-
some process for licensing does
reflect an agreement reached at
the WTO years ago, it’s impor-
tant to remember that countries
also explicitly agreed that this
one approach was “without
prejudice” to other approaches.
Since Canada was one of the
first to adopt this sort of law,
based on an agreement negoti-
ated under the patent rules of
the World Trade Organization
(WTO), Canada is also well
positioned to show global lead-
ership in acknowledging that
the current law does not offer
the rapid, flexible, sustainable
solution that is needed and was
promised.

The one use of CAMR to
date came about because of the
years-long commitment of one
Canadian generic pharmaceuti-
cal company and the ongoing
pressure of NGOs and other
outspoken advocates, and with
considerable support and en-
couragement at the local level
in Rwanda to take the neces-
sary steps. At the time that
commitment was made by the
generic manufacturer, it was
by no means certain that de-
veloping countries would, from
their end, be willing or able to
make use of the convoluted re-
gime. Yet Apotex developed
a fixed-dose combination that,
at that time, did not yet exist
at all because of patent barri-
ers, and eventually concluded a
deal with Rwanda to supply the
product at a globally competi-
tive price.

But this kind of effort can-
not be sustained over and over
— and it shouldn’t be neces-
sary. Unless CAMR is made
more user-friendly for devel-
oping countries and generic
manufacturers — the purchas-



ers and suppliers who need to use CAMR to benefit patients — it
is unlikely to be used again. Waiting years longer to diagnose the
problems with CAMR is unnecessary and results in real deaths
that could be avoided. Rather, the limitations of the current regime
have been identified repeatedly, including from the experience to
date of efforts to use CAMR.

Fixing CAMR: what should be done?

oncrete solutions have been put forward to streamline

CAMR so that it will be easier for both developing coun-

tries and generic medicine manufacturers to use to get

more affordable medicines to patients in developing

countries. In particular, the Canadian HIV/AIDS Legal
Network has proposed 13 specific reforms that should be made
to CAMR. Those proposals are endorsed by the wide range of
Canadian NGOs belonging to the Global Treatment Access Group
and by Stephen Lewis, former UN Special Envoy on HIV/AIDS
in Africa. The central recommendation among those is to simplify
the compulsory licensing process itself.

Streamlining CAMR: a “one-licence
solution”

Instead of the current country-by-country, order-by-order process of com-
pulsory licensing currently found in CAMR, a better law would require just
one licence on a patented medicine. That one licence would allow exports to
any of the developing countries covered by the law without restricting the
quantity in advance.

As a condition of the licence, the generic drug manufacturer would still pay
royalties to the company with the patent on the drug based on the sales of
the generic product. (The existing formula in CAMR for calculating royalties
that must be paid on any given contract is perfectly adequate and provides
clarity and certainty to all involved, including the generic manufacturer get-
ting a licence.)

One process, one licence — easier and more adaptable for developing coun-
tries and for suppliers of generic medicine, and therefore better for patients
who need life-saving medicines.

A one-licence solution would allow Canadian generic manu-
facturers to participate more easily in such programs and hence
support their contribution to the effort to scale up treatment for
children living with HIV/AIDS.

In its review of CAMR, the government said it would not rule
out future amendments should circumstances change.!® Circum-
stances have changed — for the worse. How many more care-
givers have to go through the pain of holding and watching their
children and grandchildren die before our government deems it is
the right time to amend CAMR? As Canadians, we can no longer
allow our government representatives to sit by while “monitoring”
the situation and waiting for “enough evidence.” It is time for us
to insist our representatives uphold their commitment to improve
access to medicines for the people in the developing world.
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