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Announcement

The 13th International Conference
of Drug Regulatory Authorities (ICDRA)
will be hosted by the Swiss Medicines
Agency SWISSMEDIC in collaboration with
the World Health Organization.

The ICDRA will take place
in Berne, Switzerland
from 16 to 19 September 2008.

Updated information will be provided regularly at:
http://www.icdra.ch

or

http://www.who.int/medicines/icdra/en/index/html
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International Conference on Harmonization (ICH)

The harmonization of regulatory requirements between Europe, Japan and the USA
began to materialize as a result of discussions held in conjunction with the Interna-
tional Conference of Drug Regulatory Authorities (ICDRA) of the World Health Or-
ganization (WHO) in Paris, in 1989 (1). The International Conference on Harmoniza-
tion of Technical Requirements for Registration of Pharmaceuticals for Human Use
(ICH) was soon born at a meeting in Brussels in April 1990. Representatives of the
regulatory authorities and industry associations of Europe, Japan and the USA met
to plan an International Conference but the meeting also discussed the wider impli-
cations and terms of reference of ICH. The ICH Steering Committee — which was
established at that meeting — has since met at least twice a year, with the location

rotating between the three regions (1).

New developments in quality

The ICH Steering Committee (SC) and its
Expert Working Groups (EWGs) met in
Chicago, Illinois from 21 to 26 October
2006. WHO has observer status in ICH
and participated in the discussions of the
SC and various EWGs with the objective
of providing input and disseminating
information beyond the ICH regions.

ICH quality strategy discussion

The objective of the quality strategy
meeting in Chicago was to identify those
areas in pharmaceutical quality which
need to be addressed at ICH level.
General issues, which can have implica-
tions on the non-ICH Member States of
WHO, are listed below:

» Agreement by regulators and industry
on future quality vision as regards
evolution of dossier assessment, (GMP)
inspection and laboratory controls.

* ICH guidelines are globalizing regula-
tory expectations.

* Further discussion is needed in order to
reach common understanding of con-
cepts behind the definitions:

Design space
Quiality by design (QbD)
Regulatory flexibility

» Small and medium-size companies will
not necessarily follow the QbD ap-
proach.

» Common training of assessors, inspec-
tors and industry is needed to facilitate
the implementation of the Q8, Q9 and
Q10 guidelines.

» No new regulatory requirements beyond
the current ones are intended by the
tripartite adoption of Q8, Q9 and Q10
guidelines but their impact on dossier
assessment, post-approval changes
and inspections should be assessed.

* Further discussion will take place at the
next EWG meeting in Brussels in May
2007 where the following issues will
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have to be clarified: development/
manufacture guideline for APIs and
implementation of Q8, Q9 and Q10
when it is finalized.

The existing portfolio of ICH guidelines
was also reviewed. Progress of EWGs is
summarized under the title of the corre-
sponding guidelines.

Q4B — Regulatory Acceptance of
Analytical Procedures and/or Accept-
ance Criteria (RAAPAC)!

This document describes a procedure to
facilitate acceptance by regulatory au-
thorities of pharmacopoeial analytical
procedures and/or acceptance criteria
(APAC)? for use in the three ICH regions.

The Q4B process focuses on the follow-
ing 11 General Test Chapters:

Dissolution
Disintegration

Uniformity of Content — Harmonized to
Uniformity of

Uniformity of Mass —> Dosage Units
Extractable Volume

Particulate Matter

Sterility

Microbiological Quality

Bacterial Endotoxins

Residue on Ignition

Colour and Clarity

The harmonization of pharmacopoeial
general chapters is important to WHO
normative work in the area of pharmaceu-
ticals because each of the general
monographs affects a large number of
finished pharmaceutical products (FPPSs),
which belong to the same dosage form.

- htp.fwww.ich.org/L OB/media/MEDIA3092. paf

Particularly important are the mono-
graphs on the Dissolution and the Uni-
formity of Dosage Units. Both tests are
extensively used not only for quality
control (QC) purposes but also for manu-
facturing process validation. In addition,
the Dissolution test is an essential tool for
change detection and evaluation during
the pharmaceutical development stage
and the stability studies as well as for the
assessment of post-approval variations to
the marketing authorization (MA).

The output of this EWG depends on the
input received from the Pharmacopoeial
Discussion Group (PDG), which started
before ICH and has proceeded in parallel.
The work of ICH Q4B seems to be
moving from pharmacopoeia to harmo-
nized general ICH monographs.

Q8 — Pharmaceutical Development?®
The ICH guidelines Q1 to Q6 are techni-
cal; the Q7 and Q9-Q10 guidelines are
system-oriented, while the Q8 guideline is
both technical and conceptual in charac-
ter. The core guideline — recommended
for adoption to the three regulatory
parties to ICH — “describes the sug-
gested contents for the 3.2.P.2 (Pharma-
ceutical Development) section of a
regulatory submission in the ICH M4
Common Technical Document (CTD)
format” and it also “provides an opportu-
nity to present the knowledge gained
through the application of scientific
approaches and quality risk manage-
ment.” “The guideline also indicates areas
where the demonstration of greater
understanding of pharmaceutical and
manufacturing sciences can create a
basis for flexible regulatory approaches.”
These three functions together could be

2 The term analytical proceaures anasor acceptance criteria (APAC) refers to pharmacopoeial
monographs, general test chapters, analytical methods, and/or associated acceplarnce criteria.

> htgo.//www.ich.org/L OB/imedia/MEDIAL 707.paf
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briefly described as the road from formu-
lation development, through baseline in
process control (IPC) and QC, to product
and process know-how management.

The pharmaceutical development report
has been a regulatory requirement in
applications for MA in the European
Union. However, the 2" and the 3
functions imply that if industry demon-
strates product and process knowledge
beyond QC specifications, stability
studies and the three validation batches,
then drug regulatory authorities do not
require even notification after certain
post-approval variations to the MA. As an
illustration of the point, a definition is
quoted from the Q8 core guideline:

“Design Space: The multidimensional
combination and interaction of input
variables (e.g., material attributes) and
process parameters that have been
demonstrated to provide assurance of
quality. Working within the design space
is not considered as a change. Movement
out of the design space is considered to
be a change and would normally initiate a
regulatory post approval change process.
Design space is proposed by the appli-
cant and is subject to regulatory assess-
ment and approval.”

The definition suggests that if critical
product attributes or process variables
are brought under control within the
design space, then they become non-
critical. Another interpretation opines that
critical attributes or variables remain
always critical only the product and
process quality risk is reduced (possibly
to a large extent) even if such parameters
are monitored in line/on line to support
real time batch release.

In the QbD methodology, the choice
manufacturing process and details of
each unit operation are evaluated to
demonstrate a high level of process
understanding and control.

The following points illustrate subjects of
discussion at the EWG meeting on
Q8(R1) Pharmaceutical Development in
Chicago:

» There are overlapping areas between
the baseline (conventional, traditional,
and basic) and enhanced [expanded,
intensive, quality-by-design (QbD)]
experimentation methods of pharma-
ceutical development.

Flexibility — regulatory including inspec-
tion, operational — (effect) is created by
the design space and should be based
on science (cause).

Pharmaceutical development is dis-
cussed as a life cycle concept of the
FPP (APl is excluded as of today)
against the everyday interpretation of
pre-formulation, formulation and scale-
up activities.

The Q8(R1) Pharmaceutical Develop-
ment guideline is expected to be pub-
lished after the next ICH Steering Com-
mittee meeting to be held in Brussels,
Belgium, from 7 to 10 May 2007.

Q9 - Quality Risk Management*

“This guideline provides principles and
examples of tools for quality risk manage-
ment that can be applied to different
aspects of pharmaceutical quality. These
aspects include development, manufac-
turing, distribution, and the inspection and
submission/review processes throughout
the lifecycle of drug substances, drug
(medicinal) products, biological and
biotechnological products (including the
use of raw materials, solvents, excipients,
packaging and labelling materials in drug
(medicinal) products, biological and
biotechnological products).”

The ICH-Q9 guideline outlines a model
for quality risk management, as follows:

* http.//www.ich.org/L OB/media/MEDIA1957.
par
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Model for quality risk management

Initiate
Risk Management Process

Risk Assessment +

| Risk Identification |

| Risk A:lalwis |

¥
| Risk Evaluation |

Risk Control
L 4

| Risk Reduction |

¥
| Risk Acceptance |

Risk Management tools

unacceptable

Risk corrlrunlcaliol;

Risk Review

[ s e
Qutput / Results of the
Risk Management Process

4 Risk Acceptance ‘

1

»> Review Events ]

The Steering Committee encouraged
implementation of the guideline, which is
also quoted as a tool box because a
Briefing Pack® is offered as a supplemen-
tary explanation of the ICH Q9 both for
regulators and industry.

Q10 — Pharmaceutical Quality Systems
(PQS)

The objective of this draft guideline is to
establish a new tripartite guideline de-
scribing a model for an effective quality
management system for the pharmaceuti-
cal industry, referred to as the pharma-
ceutical quality system, that:

« ensures the realization of a quality drug
product.

« establishes and maintains a state of
control.

- facilitates continual improvement over
the product life cycle.

This guideline will complement existing
good manufacturing practices (GMP) with
effective pharmaceutical quality system
elements, providing the opportunity for
capable processes, resulting in drug
substances and drug products that
consistently meet their intended quality
attributes. Q10 thereby serves as a
bridge between different regional regula-
tions, helping industry and regulators to
achieve harmonization of pharmaceutical
quality systems. This guideline is ex-
pected to focus on the pharmaceutical
quality systems and complements and
facilitates the implementation of ICH Q8
“Pharmaceutical Development” and ICH
Q9 “Quality Risk Management”.

Pharmaceutical Quality System, Version
8.0, 26 October 2006 was completed in
Chicago as a revised draft for the step 2
guideline which is expected to be final-
ized during the forthcoming meeting of
the Steering Committee in Brussels, May
2007.

s, hiip.//www.ich.org/cache/compo/276-254-1.himl
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Summary

This article has described progress
achieved by ICH EWGs in Chicago,
lllinois from 21 to 26 October 2006. ICH
Q strategy discussion will be finalized in
Brussels in May 2007 in order to work out
a harmonized quality strategy and a work
plan. The annexes of the Q4 guideline
lead to internationally harmonized general
pharmacopoeia monographs. Science-
and risk-based concepts are described in

the Q8, Q9 and Q10 guidelines. The
implementation of these guidelines is
intended to be voluntary; however, if
implemented industry hopes to get
regulatory flexibility in post-approval
variations of the MA and during GMP
inspections.

Reference

1. ICH website at http://www.ich.org
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Rotavirus vaccine
and intussusception

United States of America — The Food
and Drug Administration (FDA) has
notified health care providers about 28
post-marketing reports of intussusception
following administration of rotavirus live
oral pentavalent vaccine (RotaTeq®),
indicated for the prevention of rotavirus
gastroenteritis. Intussusception is a
serious and potentially life-threatening
condition that occurs when the intestine
gets blocked or twisted. One portion of
the intestine telescopes into a nearby
portion, causing intestinal obstruction (1).

Since its licensure on 3 February 2006
until 31 January 2007, 28 cases of
intussusception have been reported in

the US in infants who received RotaTeq®.

Cases occurred after dose 1, dose 2 and
dose 3. Approximately half of the cases
occurred 1 to 21 days after vaccination,
with a range of O to 73 days. Sixteen of
the 28 infants with intussusception
required hospitalization and surgery on
their intestine. The remaining 12 infants
had reduction of the intussusception by
contrast or air enema. No deaths due to
intussusception were reported.

The number of intussusception cases
reported to date after RotaTeq® adminis-
tration does not exceed the number
expected based on background rates of
18-43 per 100 000 per year for an
unvaccinated population of children 6 to
35 weeks. The FDA notification was
issued to encourage reporting of any
additional cases of intussusception that
may have occurred or that occur in the
future after administration of RotaTeq® to
remind health care providers of Intussus-
ception as a potential complication (2).

The WHO Global Advisory Committee on
Vaccine Safety has previously concluded
that clinical trial data and preliminary data
from adverse event reports in the post-
marketing phase, from the US and
elsewhere, did not show an increased risk
for intussusception following RotaTeq®;
the committee further concluded that the
recent information from the US does not
change its previous conclusions that
further monitoring is warranted (2).

References

1. CBER, 13 February 2007 on MedWatch,
http://www.fda.gov/medwatch and
http://www.fda.gov/cber/safety/phnrota
021307.htm

2. World Health Organization Statement. http:/
/www.who.int/vaccine_safety/topics/rotavirus/
rotateq_statement/en/index.html

Zolpidem and bizarre sleep
related effects

Australia — Zolpidem (Stilnox®) was
marketed in Australia in late 2000 for the
short term treatment of insomnia. It is
structurally unrelated to the benzo-
diazepines, but has a similar pharmaco-
logical action. In 2002, the Australian
Adverse Reactions Advisory Committee
(ADRAC) reviewed the first year of use
and it was noted about 75% of the reports
received described one or more neuro-
logical or psychiatric reactions, especially
visual hallucinations, confusion, depres-
sion and amnesia (1). This pattern, which
is not shared by other hypnotics, has
continued with hallucinations (104 re-
ports) and amnesia (62) now the most
frequently reported effects. Reactions
associated with sleeping or falling asleep
have been described in half of all reports
submitted. Of particular interest have
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been 16 reports of sleep walking, which
describe inappropriate or strange auto-
matic behaviour “while asleep”, including
binge eating and house painting.

There have been isolated reports in the
literature describing sleep walking,
including an article in the popular maga-
zine 77me which mentioned the impend-
ing publication of a case series describing
a few dozen people who, after taking
zolpidem, developed uncontrollable urges
to eat while asleep and did not remember
the feeding binges when they awoke (2).
A case series describing 5 patients taking
zolpidem who experienced uncontrolled
eating while asleep has previously been
published (3).

There are two reports to ADRAC that
describe this situation. In one report, a
patient put on 23 kg in weight over 7
months while taking zolpidem. It was only
when she was discovered eating in front
of an open refrigerator while asleep that
the problem was resolved. In another
report, a patient who had experienced
significant weight gain was found by a
relative taking food from the refrigerator
and kitchen cupboards while asleep.
Other reports to ADRAC describe a
patient who woke with a paintbrush in her
hand after painting the front door while
asleep, a patient who walked around the
house like a “mad man” while asleep, and
two further reports which suggest the
possibility of driving while asleep.

ADRAC recommends prescribers should
be alert to the fact that zolpidem may be
associated with distressing neurological
or psychiatric reactions, including those
associated with sleeping or falling asleep,
and should warn their patients about the
possibility of these untoward effects,
particularly if they are going to take
zolpidem for the first time.

Extracted from Australian Adverse Drug
Reactions Bulletin, Volume 26, Number 1,
February 2007.

References

1. ADRAC. Seeing things with Zolpidem. Aust
Adv Drug React Bu//2002; 21: 3.

2. Gorman C. Sleeping-pill puzzler. 7ime
2006, May 19.

2. Morgenthaler TI, Silber MH. Amnestic
sleep-related eating disorder association with
zolpidem. S/eep Mediicine 2002; 3: 323-327.

Rituximab: life-threatening
brain infection

United States of America — The Food
and Drug Administration (FDA) has
received reports of death in two patients
treated with rituximab (Rituxan®) for
systemic lupus erythematosus (SLE).
Both patients developed progressive
multifocal leukoencephalopathy (PML).
PML is usually fatal and there are no
known effective treatments.

The signs of PML include confusion,
dizziness or loss of balance, difficulty
talking or walking, and vision problems.
Recognition of these warning signs of
PML may be obscured by the fact that
they are also associated with the underly-
ing diseases for which rituximab may be
prescribed.

Rituximab is a powerful medication used
to suppress the immune system. It works
by blocking the effect of specific immune
cells in the blood for up to six to nine
months. Rituximab is approved for use
only in patients with non-Hodgkin lym-
phoma and for rheumatoid arthritis when
other treatments have failed.

Reference: MedWatch, 18 December 2006.
http://www.fda.gov/medwatch.

Methadone for pain: cardiac
and respiratory changes

United States of America — The Food
and Drug Administration (FDA) has
received reports of death and life-threat-
ening side effects in patients taking
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methadone (Dolophine®). These have
occurred in patients newly starting metha-
done for pain control and patients
switched to methadone after being
treated for pain with other strong narcotic
pain relievers. Methadone can cause
slow or shallow breathing and dangerous
changes in heart beat that may not be felt
by the patient.

Prescribing methadone is complex.
Methadone should only be prescribed for
patients with moderate to severe pain
when their pain is not improved with other
non-narcotic pain relievers. Pain relief
from a dose of methadone lasts about 4
to 8 hours. However methadone stays in
the body much longer—from 8 to 59
hours after it is taken. Methadone may
build up in the body to a toxic level if it is
taken too often, if the amount is too high,
or if taken with certain other medicines or
supplements.

Reference: MedWatch, 27 November 2006.
http://www.fda.gov/medwatch.

Levofloxacin: dysglycemia
and liver disorder

Canada — Levofloxacin, marketed in
Canada since 1997, is a broad-spectrum
fluoroquinolone antibiotic that is indicated
for the treatment of certain respiratory
tract, skin and urinary tract bacterial
infections in adults (1). Dysglycemia (2—4)
and liver disorders (5, 6) in association
with levofloxacin have been reported in
the literature.

From 1997-2006, Health Canada re-
ceived 22 domestic reports of dysgly-
cemia suspected of being associated with
levofloxacin. Adverse reactions (ARS)
included 1 report of diabetes mellitus, 2
reports of hyperglycemia alone, 16 of
hypoglycemia alone and 3 of hyper-
glycemia and hypoglycemia combined.

It is postulated that one of the mecha-
nisms behind the development of

hypoglycemia with levofloxacin may
involve the inhibition of pancreatic a-cell
potassium channels. This inhibition
results in the release of insulin, which in
turn could result in hypoglycemia (7).
Disturbances of blood glucose levels are
labelled in the product monograph (1).

With regards to liver disorders, between
1997 and 2006, Health Canada received
44 domestic reports of liver and biliary
disorders suspected of being associated
with levofloxacin. Of these 44 cases,
there were 5 cases of hepatic failure, 9 of
hepatitis and 1 of hepatorenal syndrome.
Five of these 15 cases of liver disorders
were fatal. The remaining 29 reports
included ARs of increased liver enzyme
levels, cholestatic hepatitis and jaundice.

The mechanisms leading to the develop-
ment of liver disorders with levofloxacin
are not well defined. Although drug-
induced liver diseases can mimic all
forms of acute and chronic hepatobiliary
diseases, a particular drug generally has
a characteristic clinical and pathological
signature and latency period when liver
injury occurs. Most drug-induced liver
disorders are similar to acute hepatitis,
cholestasis, or mixed presentation (8).

Extracted from Canadian Adverse Reaction
Newsletter, Volume 17(1), January 2007.
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Domperidone: heart rate
and rhythm disorders

Domperidone is a peripheral dopamine
antagonist structurally related to the
butyrophenones with antiemetic and
gastroprokinetic properties (1). In
Canada, domperidone (Motilium®) was
marketed in 1985 but has not been
available since 2002. However, many
generic brands are currently available.

Domperidone is indicated for the sympto-
matic management of upper gastro-
intestinal motility disorders associated
with chronic and subacute gastritis and
diabetic gastroparesis. It may also be
used to prevent gastrointestinal symp-
toms associated with the use of
dopamine agonist antiparkinsonian
agents (1). In addition, the off-label
clinical use of antidopaminergic drugs to
induce and maintain adequate lactation in
breast-feeding women has been sug-
gested (2, 3).

Health Canada has received 9 domestic
reports of heart rate and rhythm disorders
suspected of being associated with the
use of domperidone. Domperidone has
been reported in the medical literature to
induce QTc prolongation and Torsade de
Pointes (4, 5). Some non-drug-related
factors that may be associated with QT
prolongation include female sex, ad-

vanced age, bradycardia, cardiac disease
and electrolyte disturbance (6).

The main metabolic pathway of domperi-
done is via cytochrome P450 3A4
(CYP3A4). Studies of interactions have
shown marked CYP3A4 inhibition by
ketoconazole, which results in an in-
creased plasma concentration of dom-
peridone and a slightly prolonged QT
interval (7). Other examples of CYP3A4
inhibitors include macrolide antibiotics,
HIV protease inhibitors, selective serot-
onin reuptake inhibitors (SSRIs) and
grapefruit juice (1, 6, 8). The combined
use of multiple drugs that prolong the QTc
interval can also increase the risk for
Torsade de Pointes (9).

Attention should be paid to any drug
interactions and clinical risk factors that
could result in an exaggerated prolonga-
tion of the QT interval. Health Canada
continues to monitor ARs suspected of
being associated with the use of
domperidone and is working with the
manufacturers of generic domperidone to
update their product monographs.

Extracted from Canadian Adverse Reaction
Newsletter, Volume 17(1), January 2007.
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Complications with use
of bone cement

Canada — Reports have been received
relating to serious complications, includ-
ing death, associated with the use of
bone cement in vertebroplasty and
kyphoplasty procedures.

Vertebroplasty and kyphoplasty are
relatively new procedures that are being
increasingly used in the treatment of
patients with vertebral compression
fractures. Advocates of both procedures
claim to offer advantages over the con-
servative therapy in immediate pain relief
and mechanical stabilization of the
vertebral body. Vertebroplasty is per-
formed by percutaneously injecting bone
cement into the vertebral bodies under
fluoroscopic and/or computed tomogra-
phy guidance. Kyphoplasty includes an
attempt to expand the vertebra with an
inflatable balloon prior to the injection of
bone cement. Currently, only certain
polymethylmethacrylate (PMMA) bone
cements are licensed by Health Canada
for use in these procedures.

Serious complications associated with the
use of the bone cements in these proce-
dures have been reported. They include:

 Death due to sudden blood pressure
drop that may be related to the release
of the PMMA monomer into the vascular
system;

* Bone cement extravasation into the
spinal canal leading to neurologic
deficit, with compression of the spinal
cord and/or nerve roots;

» New fractures, usually of adjacent non-
augmented vertebrae;

e Pulmonary embolism of the PMMA.

These adverse events can result in
neurologic complications ranging from
minor motor and sensory loss to paraple-
gia. Further intervention (surgical correc-
tion, rehabilitation therapy) is required in
many cases. Deaths due to sudden blood
pressure drop, PMMA embolism and
other factors related to pre-existing
cardiovascular disease, have been
reported internationally. More of these
serious complications at this time appear
to be related to the balloon kyphoplasty,
possibly related to greater disruption of
the vertebral body in attempting to regain
vertebral body height.

In order to minimize the risk, Health
Canada recommends the following:

* A period of conservative therapy should
be considered in all patients having
acute osteoporaotic vertebral body
fractures.

 Only qualified physicians who are
thoroughly trained in performing
vertebroplasty and kyphoplasty should
perform these procedures.

» Use only bone cements indicated for
vertebroplasty and kyphoplasty proce-
dures, and carefully review and follow
the Instructions for Use.

» Monitor the procedures with high quality
imaging systems to allow recognition of
PMMA leakage.

* Closely monitor patients’ blood pressure
during and immediately after the proce-
dures; multiple-level treatment may
increase the risk of sudden drop in
blood pressure related to the release of

12
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PMMA monomer into the circulation. No
more than 3 vertebral level treatment
should be done in a single visit.

Careful diagnosis and special precautions
should be taken when the procedures are
performed in treating patients with spinal
tumours that have eroded the posterior
vertebral body wall.

Traumatic burst fractures with disruption
of the posterior vertebral body should be
a relative contraindication to vertebro-
plasty or kyphoplasty.
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Infant deaths sssociated with
cough and cold medications

United States of America — Cough and
cold medications that contain nasal
decongestants, antihistamines, cough
suppressants, and expectorants com-
monly are used alone or in combination in
attempts to temporarily relieve symptoms
of upper respiratory tract infection in
children aged <2 years. However, during
2004—2005, an estimated 1519 children
aged <2 years were treated in US emer-
gency departments for adverse events,
including overdoses, associated with
cough and cold medications.

In response to reports of infant deaths
after such events, CDC and the National
Association of Medical Examiners
(NAME) investigated deaths in U.S.
infants aged <12 months associated with
cough and cold medications. Deaths were
identified in three infants aged <6 months
in 2005, for which cough and cold medi-
cations were determined by medical
examiners or coroners to be the underly-
ing cause.

The three infants ranged in age from 1 to
6 months; two were male. All three infants
had what appeared to be high levels of
pseudoephedrine (a nasal decongestant)
in postmortem blood samples. One infant
(patient 2) had received both a prescrip-
tion and an over-the-counter cough and
cold combination medication at the same
time; both medications contained pseu-
doephedrine. The other two infants also
had received pseudoephedrine-contain-
ing medications (one prescription and one
over the counter). Two of the infants
(patients 1 and 2) had been administered
prescription medications containing
carbinoxamine (an antihistamine), al-
though neither had detectable postmor-
tem blood levels of carbinoxamine. Two
of the infants (patients 2 and 3) had
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detectable blood levels of dextro-
methorphan (a cough suppressant) and
acetaminophen (an antipyretic and
analgesic).
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Ranibizumab and stroke

United States of America — The manu-
facturer of ranibizumab injection
(Lucentis®) has advised healthcare
professionals of new safety information.

In an ongoing study (SAILOR) of
ranibizumab delivered intravitreally to
patients with neovascular (wet) age-
related macular degeneration (AMD), a
planned interim safety analysis of Cohort
1 showed a higher incidence of strokes in
the 0.5 mg dose group compared with the
0.3 mg dose group. Patients with a
history of prior stroke appeared to be at
higher risk for a subsequent stroke.

Reference: Communication dated 24
January 2007 from Genentech, Inc. on
http://www.accessdata.fda.gov/scripts/
medwatch/

Increased risk of fractures:
antiepileptic medicines

Australia — Reduced bone mineral
density and subsequent increased risk of
fractures is documented in patients taking
enzyme-inducing antiepileptic medicines
such as phenytoin, phenobarbitone, and
primidone long-term (1). The risk is higher
in women and increases with duration of
exposure. Patients with epilepsy may
have many reasons for increased fracture
risk, e.g. seizures, lack of exposure to
sunlight and reduced mobility. Abnormali-
ties of bone metabolism are seen with
increased frequency in people taking
antiepileptic medications. Biochemical
abnormalities include: hypocalcemia,
hypophosphatemia, reduced serum levels
of biologically active vitamin D metabo-
lites, and hyperparathyroidism. Bone
turnover is also accelerated (1).

Medicines which induce cytochrome-
P450 enzymes are thought to increase
the metabolism of vitamin D, thus lead-
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ing to vitamin D deficiency or insufficiency
and a reduction in bone mineral density. A
recent case control study noted a statisti-
cally significant reduction in bone mineral
density in women aged over 40 years
taking enzyme-inducing antiepileptic
medicines for at least 2 years, but it was
a small study and could not distinguish
between the effects of individual
antiepileptic medicines (2).

ADRAC has received relatively few
reports of reduced bone mineral density
in association with antiepileptic medi-
cines. This may reflect a low level of
awareness of this important adverse
effect and the delayed nature of the
events, often occurring years after com-
mencement of medication.

Patients taking antiepileptic medicines
long-term should be advised to have safe
but adequate sun exposure, perform
weight-bearing exercise and avoid other
risk factors for reduced bone mineral
density such as alcohol and smoking. In
some cases periodic monitoring of bone
mineral density may be appropriate and
use of supplemental calcium and vitamin
D should be considered.

Extracted from Australian Adverse Drug
Reactions Bulletin, Volume 26, Number 1,
February 2007.
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Vasovist® and nephrogenic
systemic fibrosis

European Union — The Pharmacovigi-
lance Working Party (PhVWP) has
discussed the issue of nephrogenic
systemic fibrosis (NSF) associated with
gadolinium-containing contrast agents for
magnetic resonance imaging (MRI).

Nephrogenic systemic fibrosis is a rare,
debilitating and sometimes fatal condition,
that only occurs in patients with severe
renal impairment.

The CHMP is not aware of reports of NSF
with Vasovist® which is centrally author-
ized and currently marketed in 13 Euro-
pean Union countries, but has requested
a warning to be added to the labelling on
the occurrence of NSF in patients with
severe renal impairment. Products
reviewed were gadodiamide (Omniscan):
gadobenic acid (Multihance®), gadobutrol
(Gadovist®), gadofosveset (Vasovist®),
gadopentetic acid (Magnevist®), gado-
teric acid (Artirem®, Dotirem®),
gadteridol (Prohance®) and gadoxetic
acid (Primovist®).

This subject will be discussed further at
the February 2007 CHMP meeting.

Reference: EMEA Public Statement,
EMEA/49741/2007. 7 February 2007.
http://www.emea.europa.eu

Spontaneous monitoring systems are useful in detecting signals of relatively rare, serious and unexpected adverse
arug reactions. A signal s defined as "reported information on a possible causal relationship between an adverse event
and a arug, the relationship being unknown or incompletely documented previously. Usually, more than a single report
/s required to generate a signal, depending upon the seriousness of the event and the quality of the information’. All
signals must be validated before any regulatory decision can be made.
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The challenges of ensuring pain medication

On page 18 of this issue of WHO Drug
Information, Dr Jack Jagwe describes
how action by Hospice Africa Uganda
(HAU) has made a dramatic difference to
the lives of people in his country suffering
from pain.

WHO estimates that annually over 60
million people are adversely affected by
lack of access to effective pain medicines
controlled within the United Nations
Single Convention on Narcotic Drugs
(1961) and the United Nations Conven-
tion on Psychotropic Substances (1971).
These two treaties provide the legal basis
for the international prevention of drug
abuse, together with the United Nations
Convention against lllicit Traffic in Nar-
cotic Drugs and Psychotropic Substances
(1988) (1). For almost 50 years, the focus
has been on prevention of abuse, but this
has led to overly strict rules or inappropri-
ate implementation of the international
drug control treaties in many countries.
As a result, the medical use of controlled
substances has been hampered and in
some cases prohibited. Severe under-
treatment is reported in more than 150
countries, both developing and industrial-
ized, involving about 80% of the world’s
population. A balance therefore needs to
be sought between medical need and
regulatory requirements.

By not being able to use these sub-
stances on a regular basis, physicians
became less and less experienced in
prescribing pain medication. Pain patients
can live for very long periods when using
the correct dosage of opioids and there is
no proof of undue shortening of life.
Conversely, freeing patients of pain

prolongs the quality, usefulness and
extent of their lives. As proposed in the
WHO Guideline on Cancer Pain Relier,
(2) pain medication can be effectively
evaluated and dosed as part of a Pain
Ladder as follows.

Step 1: (mild pain) non-opioid analgesics
(e.g. paracetamol, NSAIDS), to which if
necessary an adjuvant can be added.
When a non-opioid no longer adequately
controls the pain, an opioid analgesic
should be added.

Step 2: (mild to moderate pain) weak
acting opioid analgesics (e.g. codeine), to
which non-opioid analgesics and adju-
vants can be added if the pain is still
persisting or increasing.

Step 3: (moderate to severe pain) strong
acting opioids, to which non-opioid
analgesics and adjuvants can be added if
necessary.

If the pain is increasing, the dosage of the
opioid should be increased in steps until
the patient is free of pain. The effective
analgesic dose of morphine will vary
considerably and ranges from as little as
5 mg to more than 1000 mg every four
hours. The effective dose varies because
of individual variations in systemic bio-
availability, so that the correct dose is the
dose that works.

The WHO Mode! List of Essential Meal-
c/nes includes opioids and analgesics (3)
and supports their use within the frame-
work of human rights and health, that is
“the Right of everyone to enjoy the
highest attainable standaras of physical
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and mental health”(4). In 2005, WHO
was urged to develop the Access to
Controlled Medications Programme in
consultation with the International Narcot-
ics Control Board (INCB). The Pro-
gramme sets out to improve legitimate
medical access to all medications control-
led under the drug conventions. Lack of
access to controlled medicines does not
only affect low-income countries, but
many middle- and high-income countries
as well. Countries willing to improve
access can follow the advice provided in
the WHO publication Acfireving Balance
/n National Opiloids Control Policies,
Guidelines for Assessmentavailable on
the internet in 22 languages (5).

As proposed by the World Health Assem-
bly, it is the responsibility of governments
to make every effort to bring pain medica-
tions within the reach of those who need
them. Every year 6 million people die
from cancer without sufficient analgesia
and often without any treatment for their
pain. About half of all end stage AIDS
patients suffer from severe pain. Then,
there are many people with acute severe
pain from injuries (e.g. car accidents,
victims of war), myocardial infarction and
chronic pain patients. Regulations for
obtaining pain medicines have become
more and more stringent amid concerns
for prevention of drug abuse which
override the legitimate medical needs of
patients. However, evidence shows that
the majority of narcotic and psychotropic
substances reach drug abusers through
illicit trade rather than pharmacy chan-
nels.

Additionally, misconceptions have spread
based on the unjustified fear that opioid
medication may cause dependence or
death in patients. The mere presence of
physical dependence on opioids pre-
scribed for pain control does not, of itself,
constitute drug dependence syndrome or
“addiction”. In fact, becoming dependent
when using a controlled medicine, after

prescription for a legitimate medical
purpose, is rare. If it does occur, it can be
treated in the same way as any other
side-effect.

Ephedrine and ergometrine are essential
medicines used in obstetrics and delivery
that can be life saving. Although they are
not abused as drugs, they can be used to
synthesize other drug substances — and
for that reason they are controlled under
the 1988 Convention. Unfortunately, it is
reported that these medicines are often
not available when most needed, thus
contributing to the 250 000 maternal
deaths annually.

Dr Jagwe modestly describes what his
organization has achieved. However, the
importance of his work cannot be under-
estimated, either for Ugandans directly, or
for the many other countries that may use
the work carried out in Uganda as a
model. The joint efforts of Hospice
Uganda Africa and the Ugandan Ministry
of Health to provide regulations and
organize pain care and medication in
such a way that it reaches many has
taken a number of years of enduring
effort. The innovation of nurse training to
carry out the task of prescribing and
administration was an important achieve-
ment in finding a solution to overcome the
shortage of physicians. A similar innova-
tion has been implemented in the state of
Kerala, India, where the shortage of
pharmacy assistants was overcome by
laymen volunteering to dispense the
morphine tablets to the patient at home.
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Import and safe distribution of oral morphine
for pain relief in Uganda

Early beginnings

of palliative care

With support from friends in the United
Kingdom, Dr Anne Merriman introduced
palliative care to Uganda in 1993 based
on methods of dealing with severe pain
originally devised at St. Christopher’s
Hospice, London. Her vision was to
relieve the suffering of people with seri-
ous illnesses such as cancer. Relying on
WHO Foundation measures to initiate a
palliative care programme and with
political support from the Government, Dr
Merriman was able to advocate availabil-
ity of oral morphine.

As a consequence, oral morphine was
registered by the National Drug Authority
(NDA) for the first time in 1993 and
powdered morphine sulphate was im-
ported by the Government. The Pro-
gramme embarked on education, training
and offering a service to the people of
Uganda. Initially, it addressed cases of
severe pain arising from cancer. Later, it
was called upon to help patients with
AIDS and cancer arising from HIV infec-
tion through adaptation of measures used
for cancer pain management. Hospice
Africa Uganda (HAU), in Kampala, is now
an outstanding health centre offering
clinical management for severe pain and
training of health professionals in this new
specialty of palliative medicine.

Progress and organization

Palliative care is an interdisciplinary
specialty addressing a patient with a life-
limiting illness, such as cancer or HIV/
AIDS. Such health conditions have
thrown Uganda into a public health
turmoil. HAU follows a holistic approach
to the problem of severe pain, and
interventions include supportive and
home care. HAU collaborates with doc-
tors, nurses, pharmacists, policy makers
and health institutions to reach out to as
many suffering Ugandans as possible to
improve the quality of their life. They also
network with many nongovernmental
organizations operating in Uganda since
HIV/AIDS was first publicly declared a
health problem by the Government in
1986, and collabate with treatment
organizations, income generating organi-
zations, organizations dealing with legal
issues and orphanages.

A clinical service is offered and covers a
radius of 20 km from the centre of Kam-
pala, reaching into the poor suburbs.
HAU collaborates with the main National
Referral and Teaching Mulago Hospital
and several other hospitals in the city.
Although it runs an outpatient service for
those who can come to Makindye, many
patients receive regular visits at their
homes.

DrJack G. M. Jagwe, FRCF, FRCP (Edin) Is Senior Advisor, National Policy, Drugs and
Advocacy, to Hospice Africa Uganaa, Kampala. e-mail: jjagwe@hospicealiica.or.ug.
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Model for making simple affordable morphine solution: Peter in the pharmacy

Since HAU started, it has trained health
professionals in the art and science of
palliative care. It has given lectures at
medical schools situated in Makerere
University, Kampala and Mbarara Univer-
sity of Science and Technology. In order
to meet the needs of teaching and re-
search, HAU has opened a branch
Mbarara Mobile Hospice near the Univer-
sity of Science and Technology in the
west and the Little Hospice Hoima in a
rural underserved district of Uganda to
evaluate in what ways palliative care
services can be effectively extended to
rural areas.

Changing attitudes and behaviour
With the increasing number of trained
health professionals, palliative care is
extending to more districts of Uganda.
Major progress has been made not only
in initiating palliative care but breaking the
myths, fears and misconceptions about
the use of morphine for severe pain. The
WHO 3-step ladder of analgesia has
been fully utilized to underscore manage-
ment of severe pain by health profession-
als. HAU has incorporated the statements

made by WHO over the years into its
cancer pain relief services. For example,
WHO stated in 1986 that morphine is the
drug of choice for severe pain and that
freedom from cancer pain is a right of
every cancer patient, with access to pain
therapy a measure of respect for this
right. WHO has advised that for the
majority of patients with cancer, a realistic
treatment regimen must include pain
relief and palliative care.

HAU has also noted and used pro-
nouncements from the international
Narcotics Control Board which has stated
that in many countries consumption of
opioid analgesics remain extremely low in
comparison to medical needs, and that
governments have yet to address this
important deficit. Presently, oral morphine
is widely accepted in Uganda as the drug
of choice for severe pain. HAU teaches
that the feared myth of addiction is very
rare when morphine is used for the
indication of severe pain. But HAU also
cautions that addiction may occur when
morphine is used for non-medical pur-
poses.
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Extending involvement

and cooperation

HAU has been invited to help other
countries wishing to introduce palliative
care in their countries. Advocacy has
been carried out in a number of sub-
Saharan countries and palliative care is
taking root in Ghana, Malawi, Nigeria,
Republic of Tanzania, Sierra Leone and
Zambia.

HAU has participated in a regional
workshop for the Eastern Africa Region to
advocate for use of opioid analgesics. A
member of HAU was invited to present a
paper jointly with WHO and the Pain and
Policy Studies Group (PPSG) at the 12
ICDRA held in Seoul, Korea in 2006 and
at the UICC Cancer Congress in Wash-
ington DC, USA, to discuss how, in
working with Government and nursing
personnel at HAU it has proved possible
to take pain relief to the periphery in
Uganda.

The prospects for extending palliative
care programmes currently look good.
HAU personnel have developed interna-
tional collaboration on morphine use with
such organizations as the Pain and Policy
Study Group in Madison, Wisconsin,
USA. Recently, a member of HAU partici-
pated in an International Expert Collabo-
ration workshop to help representatives
from Colombia, Nigeria, Panama, Serbia,
Sierra Leone, Uganda, and Vietnam to
develop action plans for the introduction
of palliative care and to make opioids
available for use. HAU has also linked up
with other organizations wishing to help
sub-Saharan Africa to develop palliative
care programmes. These include National
Hospice and Palliative Care Organization
of USA (NHPCO), Foundation for Hos-
pices in Subsaharan Africa (FHSSA),
Medicines Policy and Standards Depart-
ment at WHO, Open Society Institute
(OSI), and USAID.

Defining achievements

Through advocacy to political leaders,
Ministry of Health officials, policy makers,
health professionals and the public, the
HAU programme has facilitated access to
oral morphine for cancer and AIDS
patients, procured by the Government of
Uganda and provided without cost to the
patient. The programme has been able to
influence the Government to accept and
incorporate palliative care into the Health
Sector Support Programme as an essen-
tial service offered in all governmental
health institutions.

Despite limited resources and many
obstacles, HAU has managed to train
nurses and clinical officers to the level of
specialized palliative care professionals
certified by the Ministry of Health who are
authorized to prescribe morphine and
other palliative care drugs. This is a major
achievement in sub-Saharan Africal
Planning and initiation of the above three
activities should be considered the
minimum recommended requirement for
other countries in Africa to alleviate the
suffering of people afflicted with cancer,
HIV/AIDS and other life-limiting diseases.

The epidemic of pain now affecting Africa
and extending to other countries of the
world due to cancer and HIV/AIDS can be
addressed by simple management of
palliative care and application of the
WHO 3-step ladder of Analgesia. To-
gether with the introduction of palliative
care, advocacy, education and sensitiza-
tion can demystify the fear of addiction
attributed to morphine. In this way, the
quality of life of patients with devastating
illnesses can be improved.

“Change is a law of life: And those who
look only to the past or present are
certain to miss the future’.
President J. F. Kennedy.
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Developments in biological
quality, safety and efficacy

Biological medical products such as
vaccines, blood products, biotherapeutics
and associated diagnostics save lives,
reduce suffering and improve health, but
only if products and technologies are of
good quality, safe, effective, available,
affordable and properly used. In many
countries, not all of these conditions are
met. This may be due to:

* Lack of awareness of the potential
benefits in medical outcomes and
economic savings.

* Lack of political will and public invest-
ment.

» Commercial and political pressure,
including donor pressure.

» Fragmented financing and supply
strategies.

WHO is working to promote production
and use of biological medicines of as-
sured quality in national health systems.
The aim of the WHO Expert Committee
on Biological Standardization (ECBS) is
to establish global norms and standards
that help define products of assured
quality.

Highlights of the 2006 ECBS meeting

» A new written standard was established
for human papillomavirus vaccines.

This new vaccine has potential to prevent
morbidity and mortality due to certain
types of cervical cancer. The new WHO
standard paves the way for prequalifica-
tion of the vaccine.

» A new written standard for meningo-
coccal type A conjugate vaccine was
adopted.

Although group A isolates were at one
time a common cause of meningococcal
disease worldwide, they are now princi-
pally responsible for recurrent epidemics
in the “meningitis belt” countries of sub-
Saharan Africa. If a major epidemic
occurs, the availability of WHO guidance
will assist Member States in the evalua-
tion and licensure of candidate vaccines
that are currently under development.

* A new written standard that defines
regulatory expectations for the evalua-
tion of the stability of vaccines was
established.

This standard opens a new regulatory
pathway for vaccine stability studies. To
promote and gain experience in the
evaluation of vaccine stability, a series of
in-country workshops will be conducted.

A new project to develop strategies to
monitor the implementation of WHO
norms and standards in Member States
was endorsed by the ECBS. Networking
with national regulatory authorities and
WHO Regional Offices will be established
to survey the implementation of WHO
written and measurement standards in
countries. Results from the survey will
assist the committee in developing or
revising WHO standards.

Strategic initiatives for quality, safety and
efficacy of blood products and quality of
related in vitro diagnostic devices during
the next five to seven years were en-
dorsed.
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Biological substances: International standards and
reference reagents

At its meeting in October 2006, the WHO Expert Committee on Biological Standardization
made the following additions to the previous list. (7/ese substances are held and distrib-
uted by the International Laboratory for Biological Standarads, National Institute for Biologi-
cal Standards and Control, Potters Bar, Herts., EN6 3QG, England.)

Preparation Activity Status

Antigens and related substances

Pertussis vaccine (whole cell) 40 U per ampoule Fourth International Standard
Poliovirus, Sabin, type 3 No assigned value WHO(SO+2)/1ll Neuro-
virulence Reference Preparation
Smallpox vaccine 7.3 1og10 chorioallantoic Second
membrane pock forming units/ml International

after reconstitution in 0.25ml sterile water Standard

Antisera
Anti-measles (plasma) 31U per ampoule of Third
neutralizing antibody International Standard
Anti-poliovirus 11, 32 and 3 IU per vial of Third
serum types, 1,2 & 3 neutralizing antibody to polio- International
virus types 1, 2 and 3 respectively Standard

Blood products and related substances

Alpha-1-antitrypsin, 243 nmoles (12.4 mg) active First International
plasma alpha-1-antitrypsin per ampoule Standard
Blood coagulation Factor 0.93 IU/ampoule of FXIII First International
XIll, plasma, human antigen Standard
Protein C, plasma, 0.85 IU/ampoule of protein C Second
human functional activity; and 0.84 U/ International
ampoule of protein C antigen Standard
Protein S, plasma, 0.83 IU/ampoule total protein S Second
human antigen; 0.81 IlU/ampoule free protein International

protein S antigen; and 0.77 IU/ampoule Standard
protein S functional activity
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Preparation

Activity

Status

Thyroid-stimulating hormone,
human, recombinant, for bioassay

Interleukin 17

Interleukin 18

Anti-human immunodeficiency
virus tests

3a, for minimum potency
estimations

9.5 IU/ampoule

10,000 U/ampoule

10,000 U/ampoule

No assigned unitage

Anti-human platelet antigen No assigned activity; however a

1 in 8 dilution should define the

minimum potency specification
for anti-HPA-3a detection

Cytokines, growth factors and endocrinological substances

First
International
Standard
Reference reagent

Reference reagent

Diagnostic reagents

Hepatitis B DNA, for 5x10 5 IU/vial Second
nucleic acid amplification International
test assays Standard
Plasmodium falciparum, in 5x108IU/vial First
whole blood, for nucleic acid International
amplification test assays Standard

First International
Reference Panel

First
International
Standard

A WHO project on “Animal-derived sera”
was endorsed. Animal-derived sera

are crucial in the treatment or prevention
of a number of human and veterinary
diseases. These include snake bites and
other venomous bites and stings, rabies,
botulism, tetanus, gas gangrene, diphthe-
ria, digoxin and other poisoning. The
diagnosis, treatment and prevention of
bioterrorism agents may also require
specific animal-derived sera.

A total of 16 new or replacement global
reference preparations for the control of
vaccines, biotherapeutics, blood products
and associated in vitro diagnostic medical
devices was established (see table).
Among them, reference materials for the

control of whole cell pertussis, smallpox
and polio vaccines and for the validation
of hepatitis B, Plasmodium ralciparum
and anti-HIV diagnostic tests. These are
the primary calibrants against which
regional or national measurement stand-
ards are benchmarked.

A list of International Standards and
Reference Reagents for biological sub-
stances was published in the WHO
7echnical Report Series, No. 897, 2000
(Annex 4) and an updated version is
available on the Internet at http://
www.who.int/biologicals.

Reference: Biologicals: http://www.who.int/
biologicals/en/
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Transparency in Medicines Management

even deaths.

The value of the global pharmaceutical market is estimated to be over US$ 500 bil-
lion, making the pharmaceutical sector highly vulnerable to corruption and unethical
practices. Transparency International estimates that, on average, 10 to 25% of public
procurement spending in the health sector is lost to corruption. It also reports that in
some countries up to two thirds of medicines supplies at hospitals are lost through
corruption and fraud. Resources that could otherwise be used to buy medicines or
recruit much needed health professionals are wasted as a result of corruption, which
reduces the availability of essential medicines and can cause prolonged illness and

WHO Programme on Good
Governance for Medicines

In response to the current situation, and
guided by its Medicines Strategy (1),
WHO has initiated the Good Governance
for Medicines Programme. Established in
late 2004, the Programme’s overall goal
is to curb corruption in medicines pro-
curement and regulation through applica-
tion of transparent procedures and the
promotion of ethical practices by health
professionals and others involved in the
handling of pharmaceutical products.

WHO recognizes that corruption is an
immense, complex problem, and one that
is difficult to tackle. The World Bank
identifies it as the single greatest obstacle
to economic and social development. The
WHO Programme is promoting action by
making public health colleagues in
ministries of health and national medi-
cines regulatory authorities more aware
of the negative consequences of corrupt
practices.

Good governance is particularly relevant
to the pharmaceutical sector because of
the impact on the health, future and
wellbeing of populations. Corrupt prac-
tices can impact the pharmaceutical
sector in at least three ways:

Health impact
Wastage of public resources reduces
government capacity to provide access to

good-quality essential medicines, while
the risk of unsafe medical products on the
market increases due to counterfeiting
and/or to bribery of officials.

Economic impact

Pharmaceutical expenditure in low-
income countries may represent up to
50% of total health care costs, which
means that corrupt pharmaceutical
practices are extremely detrimental to
national health budgets and to house-
holds paying out-of-pocket expenses for
medicines, which will then be overpriced
or ineffective.

Government image and trust impact
Inefficiency and lack of transparency re-
duce the credibility of public institutions,
and erode public and donor confidence in
government capacity to deliver policy.

In addition, the donor community is
providing sizeable grants or contributions
of in-kind medicines for global public
health problems such as high child
mortality, the spread of infectious dis-
eases and neglected diseases (e.g. the
Global Fund to Fight AIDS, Tuberculosis
and Malaria, the Bill & Melinda Gates
Foundation, PEPFAR). However, corrup-
tion within the public sector risks under-
mining these efforts by misappropriating
some of this vital aid. Ultimately, success-
ful allocation and use of such funds will
depend on good governance at national
level.
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Need for coordinated application of two
basic approaches for impact

Tackling corruption in the pharmaceutical
sector requires a long-term strategy.
Experience to date shows that strategies
addressing corruption require the coordi-
nated application of two basic ap-
proaches:

1. A discipline-based approach, consist-
ing generally of a legislative reform
whereby laws against corruption are
established, procedures promoting
transparency and accountability are put in
place, with appropriate punitive conse-
guences for violations. This top-down
approach attempts to deter corruption
practices through the fear of punishment.

2. A value-based approach, that attempts
to increase institutional integrity through
promotion moral values and ethical
principles. This bottom-up approach
seeks to motivate public servants to act
ethically.

Neither approach alone is sufficient to
have significant impact.

Progress in implementing the Good
Governance for Medicines Programme
The Good Governance for Medicines
Programme is designed and implemented
as a bottom-up approach. Tools and
policies are pilot tested and refined in
light of country experience. The Pro-
gramme operates currently in eight Asia-
Pacific countries and one Latin American.
It is implemented through a three-step
approach.

Phase I: National assessment of
transparency and potential
vulnerability to corruption

In order to address the problem of corrup-
tion in the pharmaceutical sector, it is
necessary to assess the level of transpar-
ency and potential vulnerability to corrup-
tion of key functions in medicines regula-

tion and procurement. The national
assessment is carried out after govern-
ment clearance, by independent national
investigators and using the standardized
WHO assessment instrument (2). The
national investigators collect information
through a combination of desk research
and semi-structured interviews, and the
assessment focuses on five key functions
of the pharmaceutical sector, namely
registration of medicines, control of
medicine promotion, inspection of estab-
lishments, sefection of essential medi-
cines, and procurement of medicines.

Phase II: Development of national
ethical infrastructure

Assessing the level of transparency and
the potential vulnerability to corruption is
not an end in itself. It is rather the begin-
ning of a process aimed at bringing long-
lasting changes to promote good govern-
ance practices among health profession-
als in the public pharmaceutical sector.
Once a national assessment has been
carried out and problems identified, WHO
suggests developing, through a consulta-
tion process, a national ethical infrastruc-
ture responding to the needs of individual
countries. The WHO Ethical Infrastructure
for Good Governance in the Public
Pharmaceutical Sector (3) can serve as
reference in developing the national
ethical infrastructure.

Phase Ill: Socializing the national
ethical infrastructure

It is very important to avoid a national
ethical infrastructure remaining just
another policy document developed by a
few key actors at central level and not
widely applied. Socialization is the proc-
ess by which an ethical framework and
code of conduct can be learnt, internal-
ized, applied and promoted by a group of
key actors within the pharmaceutical
sector of ministries of health, until the
process becomes fully integrated into the
institutional culture (4).
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Stakeholder group meeting

About 40 participants representing
countries involved in the Good Govern-
ance for Medicines Programme, the
World Bank, Transparency International,
donors (DFID, Australian government),
and the Global Fund attended a 2-day
meeting, 30-31 October 2006.

Promoting transparency and tackling
corruption in medicines regulation and
procurement is without doubt a priority
and an essential component of develop-
ment efforts aimed at increasing access
to essential medicines. The discussions
helped to increase awareness of the
impact of corruption in the pharmaceutical
sector and to generate a clearer vision of
what actions are needed on the part of
different stakeholders to promote good
governance. The recommendations of
this meeting included (1) endorsement of
the current strategic lines of action for
WHO'’s work on Good Governance for
Medicines as described above, and (2)
the establishment of an international
group of experts to guide WHO'’s work on
this important subject.

Looking ahead

The focus is now on consolidating on-

going efforts in the countries which are
already part of the programme, and on
adding new ones, specially in regions

such as Africa, the Eastern Mediterra-

nean, Latin America and Europe. Selec-
tion of countries and activities will be
based upon requests from governments,
in collaboration with WHO Regional
Offices.

At the global level, lessons learnt in
countries will continue to be used in
revising and adjusting the WHO tools and
policy documents for this Programme.
Efforts will also focus on maintaining the
momentum created among partners
during the October Stakeholder Meeting,
as well as raising additional resources for
the expansion and further development of
the Good Governance for Medicines
Programme.
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Use of concordance to improve patient adherence

Poor adherence to long-term therapies severely compromises the effectiveness of
treatment, making this a critical issue in public health both from the perspective of
improved quality of life and health economics. Increasing the effectiveness of ad-
herence can have an important impact on health outcomes, and interventions could
provide significant positive return on investment through primary prevention of risk
factors and secondary prevention of adverse health (1).

However, studies have shown that patient adherence to long-term medication may
be as low as 50% and interventions aimed at improving adherence have not as yet
been particularly successful. A three year national information project was carried
out in a primary health care setting in Sweden.* The aim was to create understand-
ing among patients and health care providers of the need for adherence through
use of concordance. Concordance is a fundamentally different approach to compli-
ance or adherence: it focuses on the consultation process rather than on specific
patient behaviour, and it has an underlying ethos of a shared approach to decision-
making (2) and agreement between a patient and healthcare professional about
whether, when and how medicines are to be taken (3).

By the end of the project, target groups had been acquainted with the project mes-
sage and, in particular, doctors accepted that the rate of adherence in long-term
treatment was low. Although prescribers overall consider adherence as a responsi-
bility of the patient, they also recognize that their actions can strongly influence
better patient behaviour.

Influencing health problem and sub-compliance with the full
professionals for prescribed dose is a major concern [4].

better health outcomes Enhancing adherence leads to improved
. therapy and better public health outcomes
Effectiveness of drug therapy depends

to a great extent on patient adherence to [5]. According to US estimates, [6,7] the

resgribed medicati(?n However. there cost of drug related morbidity and mortal-
p X : ) ity is often attributable to low adherence
is abundant evidence [1] that patient

adherence mav sometimes average no and, in these circumstances, up to two-
Y 9 thirds of therapy failures are considered
more than 50% in long-term treatment.

Non-compliance is a multifactorial as preventable [8].

* Kristin Krigsman, NEP/ Foundation, Stockholm, Pia Bastholm Rahmner, Department of Drug
Management and Informatics, Stockholm County Council, Rickard Fuchs, Inger Nordstrom-
Torpenberg Sune Peltersson, and J. Lars G. Nilsson, NEPI Foundation, Stockholm. Influencing
Health Professionals for Better Concordarnce and Adherence. Correspondence. to Professor J.
Lars G. Nilsson, e-mall: lars.nilsson@nepr.net
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A Cochrane review [5] indicates that
activities to improve short-term adher-
ence can be relatively successful,
whereas methods to improve long-term
adherence are not so effective. Since
evidence for a solution is scant, it has
been proposed that activities to improve
adherence need to continue for as long
as medication is necessary [5].

However, several reports [2,3, 9-12] now
indicate that creation of concordance
between patients and care givers is a
promising alternative to such interven-
tions. Concordance is presented as a
new relationship between patients and
doctors, nurses and pharmacists, i.e., a
therapeutic alliance that recognizes the
health beliefs of both patients and profes-
sionals, while at the same time aimed at
avoiding misunderstandings and miscon-
ceptions.

Interventions for improved adherence
have been generally patient rather than
professionally directed [5]. No reports
have been identified in the literature
concerning interventions directed to
health professionals based on the con-
cept of concordance, although one
unpublished project has been conducted
in the United Kingdom (3).

The project

The project on Influencing health profes-
sionals for better concordance and
adherence was conducted to:

1. Raise awareness among doctors,
nurses and pharmacists of the reasons
driving low adherence in patients on long-
term medication, and

2. Show how concordance can lead to
improved adherence.

An outline of the project was formulated
by a core group of three doctors, three
nurses and three pharmacists and pub-
lished in 2001 [13]. To facilitate the
creation of concordance the following
three objectives were identified.

* See the patient as a parther — each
patient should share responsibility and
actively participate in the treatment
regimen.

When prescribing or monitoring drug
treatment — identify the patient’s experi-
ence and attitude to the disease and its
treatment, and ascertain that the patient
understands how and why prescribed
medicines should be used.

Consider each health profession (doc-
tors, nurses and pharmacists) as a
partnership — develop a mutual under-
standing of each other’s functions, and
collaborate and use each other’s
competence to improve active patient
participation in the treatment.

It is claimed that improved adherence can
be achieved when these three objectives
are applied at each patient encounter
[2,3,9-12].

The study target group comprised almost
30 000 individuals. Approximately 8000
doctors in general practice and internal
medicine represented a group of high
prescribers issuing 60—70% of all pre-
scriptions to ambulatory patients in
Sweden. Additionally, almost 20 000
district nurses and nurses working with
outpatients and in nursing homes and
100 pharmacists specializing in providing
information completed the group.

Communication is all important

A doctor, a nurse and a pharmacist (the
ABLA Group) were hired full time for the
three year project 2003—-2005. The
project also had a steering committee
with members from the national health
and pharmacy administrations and from
professional associations for doctors,
nurses and pharmacists. The objective
was to disseminate, clarify and discuss
the “ABLA message”, i.e., that adherence
in long-term medication is low but im-
proved adherence can be achieved
through concordance.
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The ABLA Group used all available
channels of communication to gain
attention, including news media and
health professional outlets. ABLA Group
members were interviewed several times
on TV and radio, and in newspapers and
magazines. A website was set up to
provide information (http://www.abla.se).
Two films were also produced, a short
video (4 minutes) for patients and a
longer educational video (20 minutes) for
health care personnel. The short video
was shown extensively in customer areas
of Swedish pharmacies.

Printed materials were also developed,
including a pamphlet presenting scientific
evidence to support action, and a text-
book on concordance and adherence
intended for use in teaching and continu-
ing education [14]. Numerous lectures,
seminars and discussions with individuals
took place and local, national and interna-
tional conferences for health profession-
als were organized. Meetings were held
with the faculties of medicine, nursing and
pharmacy to introduce concordance and
adherence as part of the student curricu-
lum.

In Sweden, regional government county
councils are responsible for managing
health care. Support for the project was
obtained from drug and therapeutics
committees [15] in each of the 21 county
councils, and local projects were set up
early to identify adherence problems.

First year progress

After one year in operation, project
information dissemination was measured
based on:

* number of participants in lectures and
seminars organized by the ABLA Group;

» number of recipients of printed material;
and

* estimated number of listeners to TV and
radio interviews.

This gave an estimation of the extent to
which target audiences had heard of or
otherwise been acquainted with the ABLA
message

Within the study, patient refill adherence
was evaluated based on an analysis of
repeat prescriptions [16]. Such data had
been unavailable before the project, so
the study was important in determining if
the project had affected patient refill
adherence. Randomly selected pharma-
cies collected data on prescriptions
between March 2003 and October 2005.
Satisfactory refill adherence was defined
as dispensed refills covering 80—120% of
the prescribed treatment time. A diver-
gence from prescribed treatment time
below 20% would indicate undersupply
and treatment gaps and above 20%,
oversupply or drug stockpiling [16]. (See
Table 1 on page 30).

Before the end of the project, a question-
naire containing five statements regarding
drug use and adherence was distributed
to 1000 general practitioners (GPs) at
183 health centres within Stockholm
county, which has a population of about
1.9 million or 21% of the population of
Sweden. (See Table 2 on page 30).

At the end of the first project year, the
message had reached at least 5600
doctors (70% of the target group), 12 400
nurses (62%) and more than 1000
pharmacists (100%). It was concluded
that the ABLA message had successfully
reached almost all of the target groups.

It was observed that some GPs had
difficulty accepting that up to 50% of their
patients did not adhere to long-term
medication regimens. Individual doctors
often claimed that the low level of adher-
ence did not apply to their patients.
However, the level of disbelief was not
formally measured. On the other hand,
nurses and pharmacists did not appear to
doubt the low adherence levels.

29



Rational Use of Medicine

WHO Drug Information Vol 21, No. 1, 2007

Table 1. Refill adherence during the project

March 2003 October 2005
Men % Women % Men % Women %
Undersupply 26 25 25 28
Satisfactory
refill adherence 56 56 56 55
Oversupply 18 19 20 17

The ABLA Group held meetings with drug
therapeutics committees in Sweden.
These were encouraged to start local
projects to assess and solve local adher-
ence problems although, by the end of
the ABLA Project, only a few of the
committees had set this in motion.

Refill adherence of all types of drugs
used in long-term treatments was meas-
ured early and late in the project (Table
1). In March 2003, 19 randomly selected
pharmacies located in different parts of
Sweden collected 6634 copies of refill
prescriptions and in November 2005, 15
of the same pharmacies collected 5281
copies. Refill adherence was determined
as described in Table 1 [16]. Levels of

satisfactory refill adherence, undersupply
and oversupply were very similar be-
tween data sets. This was also the case
for adherence levels of individual drug
groups.

A 42% response rate was recorded from
the questionnaire distributed to 1000 GPs
in Stockholm County (Table 2). In conclu-
sion, GPs recognized that their behaviour
determines patient adherence, but they
also consider that adherence is the
responsibility of the patients.

Discussion

Literature studies undertaken prior to the
ABLA Project identified non-adherence to
long-term medication as one of the most

Table 2. Survey on GP opinions: adherence and drug use

Statement in the survey % of GPs who agree
completely or partly
1. When | have prescribed a medicine it is the patient’s
responsibility to use it in a correct way. 85
2. Itis my behavior in relation to the patient that determines if the
patient will use the medicine as prescribed. 91
3. Drugs are my most important tool in the treatment of patients. 36
4. ltis easy to find out if my patients have been adherent. 15
5. I have the tools | need to follow up patient use of drugs. 19
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important drug therapy problems [13],
and evidence for action has been re-
viewed in a recent WHO report [1].
Additionally, it is advocated [2,3,9-13]
that shared decision-making in the
consultation process, i.e. concordance,
improves adherence.

Because the ABLA Project was not
primarily designed or financed as a
research project, some of the pursued
objectives were difficult to measure. Also,
during preparatory work, doctors, nurses
and pharmacists often asked for advice
on how to create concordance, indicating
that the concept was not always easy to
grasp [9].

To make the concept more tangible, the
three stated objectives incorporate ideas
of concordance as follows.

» See the patient as a partner — each
patient should share responsibility and
actively particjpate in the treatment
regimen.

Since it is the patient who ultimately
decides whether or not to take the
prescribed medication, the health
provider has to take the patients’ opin-
ion into consideration if the drugs are to
be properly used. If this objective is
achieved at every patient encounter, a
positive commitment and shared re-
sponsibility for the treatment is created.
The patient becomes an active partici-
pant with shared responsibility for the
treatment regimen proposed during the
consultation.

e When prescribing or monitoring drug
lreatment — identify the patient’s experr-
ence and attitude to the disease and its
treatment, and ascertain that the patient
understanas how and why prescribed
medicines should be used.

If there is no two-way communication
during consultation and/or if the patients
do not know why the medicines have

been prescribed, there is no concord-
ance and adherence will probably be
low. However, if this objective is
achieved at every patient encounter,
experience and knowledge of the care
provider is added to the experience and
knowledge of the patient and concord-
ance is possible.

e Consider each health profession (doc-
lors, nurses and pharmacists) as a
partnershjp — develop a mutual under-
standing of each other’s functions, and
collaborate and use each other’s
competernce ro improve active patient
participation in the treatment.

No professional group has all the
answers and solutions to problems that
patients experience. It is often the
patient who is the messenger between
members of the health professions with
all the misunderstandings that this may
imply. A high degree of collaboration
between professions is therefore in
everyone’s interest.

Estimations based on refill adherence
from prescription records are claimed to
be the most reliable measure of adher-
ence in large patient groups [17,18].
Since no similar project had previously
been reported in the literature, a compari-
son of the results could not be under-
taken. Levels of refill adherence were
steady throughout the study duration,
which may indicate that a 3-year
timeframe is too short to accomplish a
change in behaviour in health profession-
als. However, measurement was impor-
tant to illustrate the need for continued
efforts among health care workers.

Conclusions

Introduction of the concept of concord-
ance into Swedish primary health care
was slower than expected. At the end of
the 3-year project, doctors recognized
that adherence is low but still consider
adherence as a responsibility of the
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patient. None the less, they accepted that
their behaviour was a major influence in
shaping patient adherence.
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ATC/DDD Classification (temporary)

The following anatomical therapeutic chemical (ATC) classifications and defined daily
doses (DDDs) were agreed by the WHO International Working Group for Drug Sta-
tistics Methodology 30-31 October 2006. Comments or objections to the decisions
should be forwarded to the WHO Collaborating Centre for Drug Statistics Methodol-
ogy at whocc@fhi.no. The new ATC codes and DDDs will be considered final and be
included in the January 2008 issue of the ATC index. The inclusion of a substance in
the lists does not imply any recommendation of use in medicine or pharmacy. The
WHO Collaborating Centre for Drug Statistics Methodology can be contacted through
e-mail at: whocc@fhi.no.

ATC level INN/Common name ATC code

New ATC level codes (other than 5th level):

Agents for age related macular degeneration S01Lt
Calcineurin inhibitors LO4AD
Dipeptidyl peptidase 4 (DPP-4) inhibitors A10BH
Interleukin receptor inhibitors LO4AC
Muscle relaxants CO5AE
Other antiobesity drugs AO0BAX
Other estrogens GO03CX
Tumor necrosis factor alpha (TNF-a) inhibitors LO4AB

1 For the complete classification of SO1L, see Summary of the main ATC alterations
2 For the complete classification of JOSAR, see Summary of the main ATC alferations

New ATC 5th level codes:

Adapalene, combinations D10AD53
Amifampridine NO7XX05
Certolizumab pegol LO4ABO05
Dabigatran etexilate BO1AEOQ7
Eculizumab LO4AA25
Fesoterodine G04BD11
Fluticasone furoate RO1AD12

Glimepiride and pioglitazone  A10BD06
Hemoglobin glutamer (bovine) BO5AA10
Haemophilus influenzae B,

combinations with meningo-

coccus C, conjugated JO7AG53
Ixabepilone LO1DCO04
Lapatinib LO1XEOQ7
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ATC level INN/Common name ATC code

New ATC 5th level codes (continued)
Mecasermin rinfabate HO1ACO05
Metformin and pioglitazone A10BDO05
Metformin and sitagliptin A10BDO7
Mifamurtide LO3AX15
Misoprostol G02AD06
Nepafenac S01BC10
Nilotinib LO1XEOS8
Oblimersen LO1XX36
Pegzerepoetin alfa BO3XA03
Ramelteon NO5CM19
Retapamulin DO6AX13
Rimonabant AO08AX01
Rotavirus, pentavalent, live,

reassorted JO7BHO2

Sitagliptin A10BHO1
Sitaxentan C02KX03
Telavancin JO1XAO03
Vapreotide HO01CBO04
Vildagliptin A10BHO2
Xenon NO1AX15

INN/Common name Previous ATC New ATC

ATC code changes: (changes will not be implemented before January 2008)

Adalimumab LO4AAL7 LO4AB0O4
Afelimomab LO4AA16 LO4ABO3
Anakinra LO4AAL14 LO4ACO3
Basiliximab LO4AAQ09 LO4AC02
Ciclosporin LO4AA01 LO4ADO1
Daclizumab LO4AA08 LO4ACO1
Etanercept LO4AA1L LO4AB0O1
Glyceryl trinitrate DO3AX07 CO5AE01
Infliximab LO4AA12 LO4AB02
Isosorbide dinitrate DO3AX08 CO5AEQ02
Tacrolimus LO4AAQ5 LO4ADO02
Tetrabenazine NO5AKO01 NO7XX06
Tibolone G03DCO05 G03CX01
Previous New ATC code

ATC name changes
Antihemorrhoidals for topical use Agents for treatment of hemorr-

hoids and anal fissures for

topical use CO5A
Cytokines and immunomodulators Immunostimulants LO3A
Delapril and calcium channel blockers  Delapril and manidipine c0o9BB12

Enalapril and calcium channel blockers Enalapril and lercanidipine  C09BB02
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Previous New ATC code

ATC name changes (continued)

Immunosuppressive agents Immunosuppressants LO4
Immunosuppressive agents Immunosuppressants LO4A
Omega-3-triglycerides Omega-3-triglycerides incl.

other esters and acids C10AX06
Other antihemorrhoidals for topical use Other agents for treatment of
hemorrhoids and anal

fissures for topical use CO5AX
Other cytokines and immunomodulators ~ Other immunostimulants LO3AX
Other immunosuppressive agents Other immunosuppressants LO4AX
Ramipril and calcium channel blockers Ramipril and felodipine C09BB05
Selective immunosuppressive agents Selective immuno-

suppressants LO4AA
New DDDs:
INN/common name DDD Unit Adm.R ATC code
Abatacept 27 mg P LO4AA24
Alglucosidase alfa 0.1 g P A16AB0O7
Carglumic acid 0.2 g (@) A16AA05
Insulin (human) 15 mg Inhal A10AFO01
Lenalidomide 10 mg O LO4AX04
Parathyroid hormone 0.1 mg P HO5AA03
Ranolazine 1.5 g O CO01EB18
Rimonabant 20 mg O AO08AX01
Rotigotine 6 mg TD (patch) N04BCO09
Tigecycline 0.1 g P JO1AA12
Varenicline 2 mg (0] NO7BAO3
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ATC/DDD Classification

ATC/DDD Classification (final)

The following anatomical therapeutic chemical (ATC) classifications and defined daily
doses (DDDs) were agreed by the WHO International Working Group for Drug Sta-
tistics Methodology in March 2006. They came into force on 1 October 2006 and will
be included in the January 2007 issue of the ATC index. The inclusion of a substance
in the lists does not imply any recommendation of use in medicine or pharmacy. The
WHO Collaborating Centre for Drug Statistics Methodology can be contacted at
whocc@fhi.no.

ATC level INN/Common name ATC code
New ATC level codes (other than 5th level):
Ocular vascular disorder agents S01L
Angiotensin Il antagonists and calcium channel blockers C09DB
Antivirals for treatment of HIV infections, combinations JO5AR
Insulins and analogues, for inhalation AL1O0AF
Antineovascularisation agents SO1LA
Papillomavirus vaccines JO7BM

New ATC 5th level codes:

Abatacept LO4AA24
Aliskiren CO09XA02
Ambrisentan C02KX02
Dasatinib LO1XEO6
Deferasirox VO3ACO03
Desvenlafaxine NOG6AX23
Emtricitabine, tenofovir

disoproxil and efavirenz JO5AR06
Fluocinolone acetonide S01BA15
Gadofosveset VO8CA11l
Garenoxacin JO1MA19
Insulin (human) A10AF01
Medical air VO3ANO5
Nelarabine L01BBO7
Nitrous oxide, combinations NO1AX63
Panitumumab LO1XC08
Papillomavirus (human types

6, 11, 16, 18) JO7BMO1
Papillomavirus (human types

16, 18) JO7BMO02
Ranibizumab S01LA04
Sapropterin A16AX07
Telbivudine JO5AF11
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ATC level INN/Common name ATC code
New ATC 5th level codes (continued):
Valsartan and amlodipine C09DB0O1
Varenicline NO7BAO3
Zidovudine, lamivudine and
nevirapine JO5AR05
Zoster, live attenuated JO7BK02
INN/Common name Previous ATC New ATC
ATC code changes:
Anecortave S01XAl6 SO01LAO02
Lamivudine and abacavir JO5AF30Y JO5AR02
Pegaptanib S01XA17 SO01LAO3
Tenofovir disoproxil and emtricitabine JO5AF30Y JO5AR03
Verteporfin LO1XDO02 S01LAO01
Zidovudine and lamivudine JO5AF30Y JO5AR01
Zidovudine, lamivudine and abacavir JO5AF30Y JO5AR04
Y JOSAF30: ATC level name.: Combinations
Previous New ATC code
ATC name changes
Insulins and analogues, fast-acting Insulins and analogues for
injection, fast-acting A10AB
Insulins and analogues, intermediate- Insulins and analogues for
acting injection, intermediate-acting A10AC
Insulins and analogues, intermediate- Insulins and analogues for
acting combined with fast-acting injection, intermediate-acting
combined with fast-acting A10AD
Insulins and analogues, long-acting Insulins and analogues for
injection, long-acting A10AE
New DDDs:
INN/common name DDD Unit Adm.R ATC code
Cefditoren 0.4 g (@] JO1DD16
Entecavir 0.5 mg O JO5AF10
Erdosteine 0.6 g (0] RO5CB15
Estradiol 7.5 mcg Vo GO03CAO03
Hydroxybutyric acid 7.5 g O NO7XX04
Ibuprofen 30 mg P COl1EB16
Ivabradine 10 mg (@] CO1EB17
Natalizumab 10 mg P LO4AA23
Posaconazole 0.8 g 0] JO2AC04
Tipranavir 1 g (0] JO5AEQ9

Y vaginal ring, refers to amount delivered per 24 hours
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International Pharmacopoeia

Draft proposal for The International Pharmacopoeia
(December 2006)

Oseltamivir phosphate

0. .0
0 “NH,
OTNH
0
1
A
HO " OH
OH

C,H,.N,0,, H,PO,

16 28 274

Relative molecular mass. 410.4

Chemical name. (3R,4R,5S)-4-Acetylamino-5-amino-3-(1-ethylpropoxy)-1
-cyclohexene-1-carboxylic acid, ethyl ester, phosphate (1:1)

Description. A white to off-white powder.
Solubility. Freely soluble in water.
Category. Antiviral.

Storage. Oseltamivir phosphate should be kept in a well-closed container.
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REQUIREMENTS

Definition. Oseltamivir phosphate contains not less than 98.0% and not more than
101.5% of C, H,,N,O,, H,PO,, calculated with reference to the anhydrous substance.
Manufacture. The production method is validated to ensure that the substance is the
(3R, 4R, 5S) enantiomer and that less than 100 ppm of the impurity ethyl (2R, 3R, 4R,
5S)-2-azido-4-acetylamino-5-amino-3-(1-ethyl-propoxy)-cyclohexane-1-carboxylate is
present, when determined by a suitable method such as liquid chromatography
combined with mass spectrometry (LC-MS). Where necessary, the production method
is also validated to demonstrate that tributyl phophine oxide is not detectable in the
final product, when examined by a suitable method such as gas chromatography
(GC).

Identity test

A. Carry out the examination as described under 1.7 Spectrophotometry in the infrared
region. The infrared absorption spectrum is concordant with the spectrum obtained
from oseltamivir phosphate RS or with the reference spectrum of oseltamivir phos-
phate.

B. Determine the specific optical rotation (as described under method 1.4) using a
10 mg/ml solution and calculate with reference to the anh
ydrous substance; [a],*° = -30.7 to — 32.6".

[Note from the Secretariat: It is intended fo include additional, alternative identification
lests, if possible. However, it Is noted that oseltamivir does not exhibit a suitable UV
spectrum. The possibility of a thin-layer chromatographic test is under investigation.]

Heavy metals. Use 1.0 g for the preparation of the test solution as described under
2.2.3 Limit test for heavy metals, Procedure 1 and determine the heavy metal content
according to Method A; not more than 10 ug/g.

Sulfated ash (as described under method 2.3). Not more than 2.0 mg/g.

Water. Determine as described under 2.8 Determination of water by Karl Fischer
Method, Method A. Use 1.0 g of the test substance. The water content is not more
than

5 mg/g.

Related substances. Carry out the assay as described under 1.14.4 High perform-
ance liquid chromatography, using the same conditions as under Assay, using solu-
tions (1) (3) and (4).

Inject separately 15 ul each of solution (1), (3) and (4) and of the dissolution solvent in
the chromatographic system. Examine the blank chromatogram for any extraneous
peaks and disregard the corresponding peaks observed in the chromatogram obtained
with solution (1).
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Use the chromatogram obtained with solution (4) to identify the peaks due to impuri-
ties A, B, C, D, E and F. The impurity peaks are eluted at the following relative reten-
tion times with reference to oseltamivir phosphate (retention time about 19 minutes):
impurity A about 0.16, impurity B about 0.17, impurity C about 0.51, impurity D about
0.55, impurity E about 0.59, impurity F about 1.5. The test is not valid unless the
resolution between the peaks due to impurities A and B and that between the peaks
due to impurities C, D and E is at least 1.0.

In the chromatogram obtained with solution (1) the area of any peak corresponding to
impurity B, when multiplied by a correction factor of 1.4, is not greater than 3 times
the area of the peak in the chromatogram obtained with solution (3) (0.3%), the area of
any peak corresponding to impurity C , when multiplied by a correction factor of 2.7, is
not greater than the area of the peak in the chromatogram obtained with solution (3)
(0.1%), the area of any other peak, apart from the principal peak, is not greater than
the area of the peak in the chromatogram obtained with solution (3) (0.1%). The sum
of the areas of all the peaks, apart from the principal peak, is not greater than 7 times
the area of the peak obtained with solution (3) (0.7%). Disregard any peak with an
area less than 0.5 times the area of the principal peak obtained with solution (3)
(0.05%).

Assay

[Note from the Secretariat: A potentiometric titration will be included as an alternative
assay to HPLC If a suitable method is avallable.]

Carry out the test as described under 1.14.4 High-performance liquid chromatography,
using a stainless steel column (25 cm x 4.6 mm) packed with octylsilyl silica gel for
chromatography (5 wm).

The mobile phase consists of a mixture of 620 ml of 0.05 M potassium dihydrogen
phosphate (adjusted to pH 6 with potassium hydroxide (~110g/l TS), 245 ml methanol
R and 135 ml acetonitrile R.

Operate with a flow rate of 1.2 ml per minute and the column oven temperature at
50°C. As a detector use an ultraviolet spectrophotometer set at a wavelength of about
207 nm.

Prepare the following solutions in the dissolution solvent by mixing 620 ml of water R,
245 ml of methanol R and 135 ml of acetonitrile R.

For solution (1) dissolve 50 mg of the test substance in the dissolution solvent and
dilute to 50.0 ml with the same solvent. For solution (2) dissolve 50 mg of oseltamivir
phosphate RS in the dissolution solvent and dilute to 50 ml with the same solvent. For
solution (3) dilute 1.0 ml of solution (1) to 100 ml with dissolution solvent and then
dilute 1.0 ml of this solution to 10 ml with the same solvent. For solution (4) dissolve

5 mg of oseltamivir phosphate for system suitability RS (containing oseltamivir phos-
phate and impurities A to F) in the dissolution solvent and dilute to 5 ml with the same
solvent.
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[Note from the Secretariat: the means of identifying the impurity peaks Is subject to
confirmation.]

Inject separately 15 ul each of solution (1), (2) and (4) and of the dissolution solvent in
the chromatographic system. Examine the blank chromatogram for any extraneous
peaks and disregard the corresponding peaks observed in the chromatogram ob-
tained with solutions (1) and (2). The assay is not valid unless, in the chromatogram
obtained with solution (4), the resolution between the peaks due to impurities A and B
and that between the peaks due to impurities C, D and E is at least 1.0.

Measure the areas of the peak responses in the chromatograms obtained with solu-

tions (1) and (2). Calculate the percentage of oseltamivir phosphate, C, .H,.N,O,,
H,PO,.

Impurities

H™ ~COCH,

A. Ro 0640951 (N5-acetyl carboxylic acid)

A‘A e
O,

He i
A,

B. Ro 0640802 (Carboxylic acid)
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C. Ro 0646661

D. Ro 0641634 (Methyl ester)

F. Ro 0640952 (N-5 acetyl derivative)
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Draft proposal for The International Pharmacopoeia
(October 2006)

Lumefantrinum
Lumefantrine

HO N/I\\/i\
o]] I Il I Ci
I Cl

C,,H4,CINO

30 32

Relative molecular mass. 528.9

Chemical name. 2-Dibutylamino-1-[2, 7-dichloro-9-(4-chlorobenzylidene)-9H-fluoren-
4-yl]-ethanol (racemate); CAS Reg. No. 82186-77-4

[Note from Secretariat: Name and structure to be checked.]

Other name. Benflumetol.

Description. A yellow crystalline powder.

Solubility. Practically insoluble in water; freely soluble in dimethylformamide R and
ethyl acetate R; soluble in dichloromethane R; slightly soluble in ethanol R and metha-
nol R.

Category. Antimalarial.

Storage. Lumefantrine should be kept in a well-closed container.

Additional information. Lumefantrine melts at 128 —132 °C.

REQUIREMENTS

Definition. Lumefantrine contains not less than 98.5% and not more than 101.0% of

C,,H,,CI,NO, calculated with reference to the dried substance.

Identity test

Either tests A and B or tests C may be applied.
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A. Carry out test A.1. or, where UV detection is not available, test A.2.

A.1. Carry out the test as described under 1.14.1 Thin-layer chromatography, using
silica gel R6 as the coating substance and a mixture of 40 volumes of light petroleum
R1, 10 volumes of ethyl acetate R and 5 volumes of glacial acetic acid R as the
mobile phase. Apply separately to the plate 10 ul of each of 2 solutions in ethyl
acetate R, containing (A) 5 mg of the test substance per ml and (B) 5 mg of lumefan-
trine RS per ml. After removing the plate from the chromatographic chamber, allow it
to dry exhaustively in air or in a current of cool air. Examine the chromatogram in
ultraviolet light (254 nm).

The principal spot obtained with solution A corresponds in position, appearance, and
intensity to that obtained with solution B.

A.2. Carry out the test as described under 1.14.1 Thin-layer chromatography, using
silica gel R5 as the coating substance and a mixture of 40 volumes of light petroleum
R1, 10 volumes of ethyl acetate R and 5 volumes of glacial acetic acid R as the
mobile phase. Apply separately to the plate 10 ul of each of 2 solutions in ethyl
acetate R, containing (A) 5 mg of the test substance per ml and (B) 5 mg of lumefan-
trine RS per ml. After removing the plate from the chromatographic chamber, allow it
to dry exhaustively in air or in a current of cool air and expose to iodine vapours until
spots appear. Examine the chromatogram immediately in daylight.

The principal spot obtained with solution A corresponds in position, appearance, and
intensity to that obtained with solution B.

B. Dissolve about 20 mg, accurately weighed, in 200 ml of methanol R by sonication
for about 15 minutes. Allow the solution to cool to room temperature and dilute fivefold
with methanol R. The absorption spectrum (as described under method 1.6) of the
diluted solution when observed between 275 and 325 nm, exhibits a maximum at
about 302 nm; the specific absorbance (A, ) is between 314 and 348.

C. Carry out the examination as described under 1.7 Spectrophotometry in the infra-
red region. The infrared absorption spectrum is concordant with the spectrum ob-
tained from lumefantrine RS or with the reference spectrum of lumefantrine.

Heavy metals. Use 1.0 g for the preparation of the test solution as described under
2.2.3 Limit test for heavy metals, Procedure 3 and determine the heavy metals con-
tent according to Method A; not more than 20 ug/g.

Sulfated ash (as described under method 2.3). Not more than 2.0 mg/g.

Loss on Drying. Dry for 3 hours at 105 °C; it loses not more than 5.0 mg/g.

Related substances

[Note from the Secretariat: The tentative method proposed below is still under invest-
gation.]

Carry out the test as described under 1.14.4 High-performance liquid chromatography,
using a stainless steel column (12.5 cm x 4.0 mm) packed with particles of silica gel,
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the surface of which has been modified with chemically bonded octadecylsilyl groups
(5 wm). (Nucleosil 100 is suitable).

Use the following conditions for gradient elution:

Mobile phase A: 200 volumes of ion pair reagent, 500 volumes of water R, 250
volumes of acetonitrile R and 50 volumes of 1-propanol R.

Mobile phase B: 200 volumes of ion pair reagent, 100 volumes of water R, 650
volumes of acetonitrile R and 50 volumes of 1-propanol R.

Mobile phase C: 100 volumes of purified water, 100 volumes of acetonitrile R and
400 volumes of 1-propanol R.

Prepare the ion pair reagent by dissolving 5.65 g of sodium hexanesulfonate R and
2.75 g of sodium dihydrogen phosphate R in about 900 ml of water R. Adjust the pH to
2.3 using phosphoric acid (~105 g/I) TS, dilute to 1000 ml and filter through a 0.5 um
filter.

Time Mobile phase A Mobile phase B Mobile phase C Comments

(min) (% viv) (% viv) (% viv)

0-14 25 75 0 Isocratic

14-19 25100 75 to 100 0 Linear gradient

19-20 0 100 to 80 0to 20 Linear gradient

20-26 0 80 20 Isocratic

26-27 0 80to 30 20to 70 Linear gradient

27-50 0 30 70 Isocratic

50-51 0to 25 30to 75 70t0 0 Linear gradient

51-56 25 75 Isocratic re-
equilibration

Prepare the following solutions in acetonitrile R. For solution (1) use 0.3 mg of the test
substance per ml. For solution (2) dilute a suitable volume of solution (1) to obtain a
concentration equivalent to 0.3 ig of lumefantrine per ml. For solution (3) dissolve 3 mg
of lumefantrine for system suitability RS (containing lumefantrine and impurities A, B
and C) in 10 ml.

[Note from the Secretariat: The avanability of lumefantrine spiked with impurities A, B
and C Is under investigation.]

Operate with a flow rate of 2.0 ml per minute. As a detector use an ultraviolet spectro-
photometer set at a wavelength of about 265 nm.

Inject 20 ul of solution (3). The impurity peaks are eluted at the following relative
retention times with reference to lumefantrine (retention time about 10 minutes):
impurity A about 0.9; impurity B about 4.3 and impurity C about 4.6. The test is not
valid unless the resolution factor between impurity A and lumefantrine is not less than
0.5. If necessary adjust the amount of acetonitrile in mobile phase A, or adjust the
gradient programme.

45



International Pharmacopoeia WHO Drug Information Vol 21, No. 1, 2007

Inject alternatively 20 | each of solutions (1) and (2).

In the chromatogram obtained with solution (1) the area of any individual peak corre-
sponding to impurity C is not greater than 3.0 times the area of the principal peak
obtained with solution (2) (0.3%). The area of any other impurity peak is not greater
than the area of the principal peak obtained with solution (2) (0.1%). The sum of the
areas of all peaks, other than the principal peak, is not greater than 3.0 times the area
of the principal peak obtained with solution (2) (0.3%). Disregard any peak with an
area less than 0.5 times the area of the principal peak obtained with solution (2)
(0.05%) and any peak resulting from the solvent.

Assay

Dissolve about 0.51 g, accurately weighed, in 50 ml of glacial acetic acid R1 by stirring
for about 15 minutes, and titrate with perchloric acid (0.1 mol/l) VS, determine the end-
point potentiometrically as described under 2.6 Non aqueous titration, Method A. Each
ml of perchloric acid (0.1 mol/l) VS is equivalent to 52.89 mg of C, H,,CI.NO.
Impurities

The following list of known and potential impurities that have been shown to be con-
trolled by the tests in this monograph is given for information.

A. 529.0 C, H_,CLLNO

FOw N
C

Cl

B.andC. 797.4C,H,CIO,

a4’ '24
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The International Pharmacopoeia

Dissolution tests

Work has been carried out on developing dissolution tests for addition to certain tablet
monographs of 74e /nternational Pharmacopoeiain accordance with the approach
and priorities agreed by the WHO Expert Committee on Specifications for Pharmaceu-
tical Preparations.

It is proposed to add tests to the following monographs by means of the 1 Supple-
ment to the 4" Edition of 7%e /nternational Pharmacopoeia. The format of these tests
is modelled on that used in the test that has been added to the monograph for “Phe-
noxymethylpenicillin potassium tablets” in the Fourth Edition. A test based on this
format has also been included in the adopted monograph for “Isoniazid and Ethambu-
tol hydrochloride tablets”, the final text for which can be found at: http://www.who.int/
medicines/publications/pharmacopoeia/mon_tb/en/index.html).

The method text “5.5 Dissolution test for solid oral dosage forms” from the 4" edition
of 7he International Pharmacopoeiais appended to this document as Annex 1 for
convenience.

Chloroquine phosphate tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium through an in-line filter. Measure the absorb-
ance of the filtered sample, suitably diluted if necessary, at the maximum at 342 nm.
At the same time measure the absorbance at the maximum at 342 nm of a suitable
solution of chloroquine diphosphate RS in dissolution buffer, pH 6.8, TS, using the
same buffer as a blank.

For each of the six tablets tested, calculate the total amount of chloroquine phos-
phate, C,;H,.CIN,, 2H,PO,, in the medium. The average amount in solution is not less
than 85% of the amount declared on the label. If the amount obtained for one of the
six tablets is less than 80%, repeat the test using a further six tablets; the average

amount for all 12 tablets tested is not less than 85%.

Chloroquine sulfate tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium through an in-line filter. Measure the absorb-
ance of the filtered sample, suitably diluted if necessary, at the maximum at 342 nm.
At the same time measure the absorbance at the maximum at 342 nm of a suitable
solution of chloroquine sulfate RS in dissolution buffer, pH 6.8, TS, using the same
buffer as a blank.

For each of the six tablets tested, calculate the total amount of chloroquine sulfate,

C,H,CIN,, H,SO,, in the medium. The average amount in solution is not less than
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85% of the amount declared on the label. If the amount obtained for one of the six
tablets is less than 80%, repeat the test using a further six tablets; the average
amount for all 12 tablets tested is not less than 85%.

Ethambutol hydrochloride tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium through an in-line filter.

Either

Determine the content of ethambutol hydrochloride, C, H,,N,O,, 2HCI, as described
below under Assay.

Or

Measure the absorbance of the filtered sample, suitably diluted with copper-acetate
buffer, pH 5.0, TS (new reagent) in a ratio of 1:10 or 1:20, depending on the strength
of ethambutol dihydrochloride tablets tested, at the maximum at 270 nm. At the same
time measure the absorbance at the maximum at 270 nm of a suitable solution of
ethambutol hydrochloride RS in copper-acetate buffer, pH 5.0, TS, using the same
buffer as a blank.

[Note from the Secretariat: Please comment on which of the two options for metfiod of
analysis Is considered most suitable.]

For each of the six tablets tested, calculate the total amount of ethambutol hydrochlo-
ride, C,,H,,N,O,, 2HCI, in the medium. The average amount in solution is not less
than 85% of the amount declared on the label. If the amount obtained for one of the
six tablets is less than 80%, repeat the test using a further six tablets; the average

amount for all 12 tablets tested is not less than 85%.

Doxycycline tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium through an in-line filter.

Either

Allow the filtered sample to cool to room temperature and dilute ... ml to ... ml with
hydrochloric acid (0.01mol/l) VS [solution (3)]. Determine the content of doxycycline,
C,,H,,N,O, as described below under Assay using solution (3) in place of solution (1).

Or

Measure the absorbance of the filtered sample, suitably diluted if necessary, at the
maximum at 274 nm. At the same time measure the absorbance at the maximum at
274 nm of a suitable solution of doxycycline hyclate RS in dissolution buffer, pH 6.8,
TS, using the same buffer as a blank.
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[Note from the Secretariat: Please comment on which of the two options for method of
analysis is considered most sujtable. If the first gption /s used, the detalls of prepara-
tion for solution (3) will be given.]

For each of the six tablets tested, calculate the total amount of doxycycline,
C,,H,,N,O, in the medium from the results obtained and from the declared content of
C,,H,,N,O, in doxycycline hyclate RS. The average amount in solution is not less than
85% of the amount declared on the label. If the amount obtained for one of the six
tablets is less than 80%, repeat the test using a further six tablets; the average

amount for all 12 tablets tested is not less than 85%.

Isoniazid tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium directly through an in-line filter. Measure the
absorbance of the filtered sample, suitably diluted if necessary, at the maximum at
263 nm. At the same time measure the absorbance at the maximum at 263 nm of a
suitable solution of isoniazid RS in dissolution buffer, pH 6.8, TS, using the same
buffer as blank.

For each of the six tablets tested, calculate the total amount of isoniazid, C;H,N,O in
the medium. The average amount in solution is not less than 85% of the amount
declared on the label. If the amount obtained for one of the six tablets is less than
80%, repeat the test using a further six tablets; the average amount for all 12 tablets
tested is not less than 85%.

Metronidazole tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium directly through an in-line filter. Measure the
absorbance of the filtered sample, suitably diluted if necessary, at the maximum at
319 nm. At the same time measure the absorbance at the maximum at 319 nm of a
suitable solution of metronidazole RS in dissolution buffer, pH 6.8, TS, using the same
buffer as blank.

For each of the six tablets tested, calculate the total amount of metronidazole,
C,H N, O, in the medium. The average amount in solution is not less than 85% of the
amount declared on the label. If the amount obtained for one of the six tablets is less
than 80%, repeat the test using a further six tablets; the average amount for all 12
tablets tested is not less than 85%.

Pyrazinamide tablets

Dissolution. Carry out the test as described under 5.5 Dissolution test for solid oral
dosage forms, using as the dissolution medium, 500 ml of dissolution buffer, pH 6.8,
TS and rotating the paddle at 75 revolutions per minute. At 30 minutes withdraw a
sample of about 10 ml of the medium through an in-line filter. Determine the content of
pyrazinamide, C_,H_N,O, as described below under Assay.
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For each of the six tablets tested, calculate the total amount of pyrazinamide, C_.H,N,O,
in the medium from the results obtained. The average amount in solution is not less
than 85% of the amount declared on the label. If the amount obtained for one of the six
tablets is less than 80%, repeat the test using a further six tablets; the average amount
for all 12 tablets tested is not less than 85%.

Note: Buffers

The composition of the following dissolution buffer will be amended ro.

Dissolution buffer, pH 6.8, TS

Dissolve 6.9 g of sodium dihydrogen phosphate R and 0.9 g of sodium hydroxide R in
800 ml of deionized water, adjust the pH to 6.8 with sodium hydroxide (~80g/l) TS and
dilute to1000 ml with water.

A new reagent entry will be included for:

Copper-acetate buffer, pH 5.0, TS

Dissolve 55 mg Ammonium acetate R, 200 mg Copper(ll)acetate R in 800 ml of water
R, adjust the pH to 5.00 with Glacial acetic acid R and dilute to1000 ml with water R.
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Recent Publications,
Information and Events

International Pharmacopoeia:
fourth edition

This new edition consolidates the texts of
the five separate volumes of the third
edition. In preparing this consolidated
edition, a review has been undertaken of
the general notices with additions and
amendments to clarify interpretation and
facilitate application of the requirements
by the user.

Certain aspects of the layout and format
have been revised. In this edition, all the
monograph texts are brought together in
one section and the method texts in
another. Each of these major sections are
divided into appropriate sub-sections and
the method texts are numbered for ease
of cross-reference.

New monographs for the following antiret-
roviral substances have been published
in the Fourth edition: didanosine, indinavir
sulfate, nelfinavir mesilate, nevirapine,
ritonavir, saquinovir, and saquinovir
mesilate. Revision of the current mono-
graph for oral rehydration salts has been
carried out to conform to the modified
formula published in the 13th Model List
of Essential Medicines and in the WHO
Model Formulary 2004.

Method texts that have been updated to
include, for example, the text on high
performance liquid chromatography
[HPLC]. This has been revised to clarify
certain technical terms and to add advice
on adjustment of chromatographic condi-
tions.

Avarlable from WHO Press, CH-1211 Geneva
27 e Switzerland. E-mail: bookoraders@who.int
or hitp.//www.who.int/bookorders

Draft report: Specifications for
Pharmaceutical Preparations

The advice and recommendations pro-
vided by this Expert Committee on
Specifications for Pharmaceutical Prepa-
rations are intended to serve national and
regional authorities and, in particular,
drug regulatory authorities, procurement
agencies, and major international bodies
and organizations, such as the Global
Fund, and UNICEF. The international
guidelines, specifications and nomencla-
ture developed under the aegis of the
Expert Committee serve all Member
States, international organizations, United
Nations agencies, regional and
interregional harmonization efforts, and
underpin important initiatives, including
the prequalification of medicines, the Roll
Back Malaria Programme, and Stop TB.
Making resources available for these
activities is, therefore, very cost-effective.

1. The International Pharmacopoeia.
Related substances tests: dosage form
monographs (Annex 1)

2. List of available International Chemical
Reference Substances (Annex 2)

3. General guidelines for the establish-
ment, maintenance and distribution of
chemical reference substances (Annex 3)

4. Procedure for assessing the accept-
ability, in principle, of pharmaceutical
products for purchase by United Nations
agencies (Annex 4)

5. Procedure for assessing the accept-
ability, in principle, of quality control
laboratories for use by United Nations
agencies (Annex 5)
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6. Guidance on variations to a prequali-
fied product dossier (Annex 6)

Available on htp.//www.who.int/imedicines

User guide for micro, small
and medium sized enterprises

A user guide has been published by the
European Medicines Agency for micro,
small and medium sized enterprises
(SMEs) on the administrative and proce-
dural aspects of the provisions laid down
in Regulation (EC) No 726/2004, that are
of particular relevance to SMEs operating
in the pharmaceutical sector. Its aim is to
facilitate understanding of the main
aspects of medicinal product legislation.
The guide is structured to follow, as far as
possible, the chronological stages of
developing a medicinal product. A con-
cise overview of the scientific data re-
quirements for obtaining a marketing
authorization in the European Union (EU)
is provided. The regulatory procedures
that are in place to optimize development
and obtain an EU marketing authorization
are summarized.

This initial version of the guide focuses
primarily on the requirements for authoriz-
ing innovative medicinal products for

human use. A chapter on veterinary
medicinal product development is under
preparation and will be incorporated into
the next version of the guide. The scope
of the guide may also be broadened at a
later stage to include other aspects of
interest for SMEs, such as generics,
taking into account feedback received
during the consultation phase which
ended in March 2007.

The guide is not intended to be an ex-
haustive document but rather to raise
SME awareness of the various more
detailed sources of information available,
with links throughout the text to additional
information.

Pursuant to the new regulation, SMEs
now have access to financial assistance
(in the form of fee reductions and fee
deferrals) and administrative assistance
from the agency, details of which are
outlined in Section 2 of the guide. To
facilitate contact with the agency, an
‘SME Office’ has been launched that is
dedicated to addressing the particular
needs of smaller companies.

EMEA. User guide for micro, small and
medium sized enterprises (SMEs). Doc. Ref.
EMEA/206798/2006Drafi, 31 January

2007 hip.//www.emea.europa. ey
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