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Dreams and Reality
State Institute for Drug Control

Jindfich Kotrba
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State Institute for Drug Control - history — [2]

1918 -"The Institute for Investigation of Medicines"
" 1952 - State Institute for drug control
= The activities were extended to control of "medical
devices, in particular therapeutic and diagnostic aids
and disinfectants or other devices/products'.
= 1992 - Incorporation of "medicines control laboratories"
= control of pharmacies, control of handling medicinal
products supplied to health care centres and control of
quality of raw materials distributed to pharmacies
% area of medical devices assessment |
%~ issuance of approval certificates for medical devices
used in health care facilities.
% 1997 - The Act on Pharmaceuticals no. 79/1997 Coll. (novel
Act 378/2007 Coll.)
% details of the Instfitute's activities
%~ approvals of all medical devices of any type
% 2008 - Pricing and Reimbursement agenda
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State Institute for Drug Control — mission in the interest of public
health protection [3]

™ to ensure that all human pharmaceuticals available

on the Czech market meet appropriate standards of
quality, safety and efficacy

)

to take share in ensuring that only safe and
functional medical devices are used in the Czech
Republic, in addition, accompanied by reliable and
appropriate information.

Q)

tfo contribute to rational use and where appropriate,
to responsible and ethical clinical trials of both
medicinal products and medical devices.

Q)

regulatory procedures shall not result in unnecessary
obstacles to availability of medicinal products and
medical devices nor to infroduction of new
therapeutic procedures.
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Roles of the State Intitute for Drug Control [4]

The Institute:

" issues licences and performs inspections according

to the Act on Pharmaceuticals

' monitors, investigates, registers and transmits

information about serious adverse events and
reactions

Q)

in case of doubts, decides whether a product is
regulated according to the Act on Human Tissues
and Cells

issues Czech Pharmacopeia

)

Q)

ensures co-operation with competent authorities of
EU member states, European Commission and EMA

Q)

decides on prices and reimbursement of medicinal
products (i.e. all 3 barriers)
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SUKL’s agenda in numbers (2009) [5]

Q

1161 new MA applications submitted

)

10416 type | and IA variations decided

Q

3310 type Il variations decided

Q

327 clinical trial applications submitted

Q)

922 sample analysis performed

Q

908 inspections of pharmacies incl. 28 fine
imposition proposals

Q

300 handling inspections in healthcare facilities

Q

7081 out of 8961 all reimbursed medicinal product
items involved in reimbursement decision
procedures
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2009 samples analysis

Poget Z toho Ztoho
vzorkl vyhovuje | nevyhovuje
Number Of wihich QOf which

or samples | comphant | non-compliant

Podezrfeni na zavadu v Jakostl leciva

suspected qualily defect of a pharmaceutical 4 as a

Vzorky k registraci /| Samples for marketing authorisation 1 1 0

Podezfenl na padélky, nelegaini leZiva (RAP, Policie, SZPI)
Suspected counterfeit praducts (Enforcement, Police, Czech Agriculture and Food 75
Inspection Authority /CAFIA/)

Lékarenskeé vzorky / Pharmacy samples 227 220

=~

Mezinarodni studie v ramei OMCL

International studies within the scope of OMCL 2 E w
ovafenl jakosti referenénich latek pro Ph. Eur., resp. CL 5 5 o
Verification of quality of reference substances for Ph. Eur or Czech Pharmacopoeia
ov&feni navrhi lékopisnych monografil

Fioati : 4 4 [¢]
Verification of pharmacopoieal monograph drafts
Lékarny - mikrobiologicka kontrola vod 3 3 o
Pharmacies — microbiological water controls !
Ostatnl rozbory" / Other analyses” 182 141 0
Celkem / Tolal 555 az9 10

— a1
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2009 Inspections

Kontrolovany subjekt Typ kontroly Podet Kiasifikace zavad Sankce
Inspected entity Inspection type Number Classification of shortcomings Penalties
1 % 2 % 3 % |A|B|cC
Bezne koniraly 908 | 502 |6520| 221 |2430| o5 |1050| 0 | 3 | 28
regular inspections
Lékarny Cenové kontroly T Nehodroceno die klasifikace zavad 5
Pharmacies Price inspections Not rated by classification of shortcomings
Kontroly OPL 151 Nehodnoceno die Kiasitikace zavad n
Inspections or NFs Not rated by ciassincation or shoricamings
ONM
Nuclear medicine departments p2 2 1670 NIBE| FHR.00;(FEAS 23,20/ N0 = 9
Zdravotnicka zafFizeni
Healthcare facilites 300 200 66,70 79 26,30 21 7.00 0 = 4
Prodejci vyhrazenych lé&iv
vendors or selected 16" 8 53,30 3 20,00 4 26,70 0 - 1
pharmaceuticals
— r
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2009 reimbursement procedures

Vyse a podminky thrady 2009
Amounts and conditions of reimpLrsement 2009

SA z moci uFednl ‘SR na zadost drzitele/

> vyrobce (kody SUKL)
(kody SUKL) : 3
5 Administrative procadures
=X oG aameisi VG upon request of MAH,/

procedures - SUKL codes | o ecurer - SUKL codes

Zahajeno / Initiated 5060 2021
Rozhodnutl nabyla pravni moci / Decision came info force 226 782
Podano odvaolani/ Filed appeals 102 97

Rizenfzastaveno / Suspended procedures 125 248
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Turning dreams into reality?
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Safety of Medicines [10]

= In 2010 the Institute made an effort to communicate with
public on the safety of medicines

% 2 information campaigns were designed and put into life
“Adverse reactions to medicinal products

=.Counterfeit pharmaceuticals and illegal products
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Adverse reactions - information campaign [1]

= Start of the campaign: 16.2.2010

 Aim - to increase the rate of reported adverse
reactions and to increase the safety of use of
pharmaceuticals

™ Focus on: professional and lay public

" Delivering — attendance of SUKL experts at scientific
conferences, media (press releases), cooperation with
MAHs to increase knowledge and the importance of
reporting.

 Preliminary outcomes — based on annual comparison
the first 3 quarters of 2010 reached the highest number of
AR reports in the last 3 years
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Adverse reactions - campaign outcomes [ 2]

Adverse reaction reports
in Q I-11l 2006 - 2010
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Safeguarding of patient protection against counterfeit
pharmacedvuticals ad illegal products [13]

e — 0 VYHLEDAVANI

.- u/
Nebezpecné léky.cz

- Nebezpecné leky Nakup lékl na Videa a plakaty Kampaneé v zahranici
Internetu
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Safeguarding of patient protection against coun’rerfef’rM]

pharmaceuticals andillegalproducts = |

 Start of the campaign - March 2010. (Currently its second
infensive phase is in progress, supported by advertisement in public
transportation and web advertisements)

= Aim: to provide information to public on how to avoid

purchase of potentially dangerous products, which may
seriously put the buyer’s health at risk

“ The campaign is run at - www. nebezpecneleky.cz where

complete information is to be found including the
manual on right purchasing, counterfeit drugs database
etc.

Q)

In the last months the www.nebezpecneleky.cz site has
been visited by 21.500 visitors. In the course of the whole
campaign the welbsites were visited by 55 000 visitors.

Q)

Facebook site has been created lately
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Cooperating organisations [15]

Active surveillance over illegal handling of pharmaceuticals is
focused mainly on identification, investigation, recourse of
persons distributing and selling without appropriate permission,
on monitoring internet sites where drugs are sold illegally.

A number of organisation cooperate on the campaign:

;: ; :“ @ G DAL A ] IcCCP‘ikﬂlelhhk'] .‘J :%-r::m‘:m
Aifabell A 5 ‘__,,ﬁ.l SZPI 9 A vzp
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Enforcement and regulation of advertising for medicinal producfsis ]

= In this sphere, amendments to the Criminal Code needs
fo be achieved in terms of corporate criminal liability

= this would help to proceed against illegal conduct in the
handling of pharmaceuticals, such as counterfeiting or
illegal sale or offences in respect of the Act on
Advertising Regulation, more effectively

S SUKL 15.10.2010

© 2010 Stdtni Ustav pro kontrolu 1€Civ




Market data mining [17]

= su

0"

=,

KL receives:

reports on distribution sales from over 200 distributors in
the Czech republic on quaterly basis — 100%

pharmacy reports covering 50% of the mkt (1600
reporting pharmacies) on weekly basis — improvement
needed

" SUKL publishes:

L0

=,

L0}

., SUKL

medicinal products distribution and consumption reports
quarterly

prices and reimbursement levels of all reimbursed
medicinal products twice a month (~2000 items)

Market — report: drugs availability in the market, new
entries, quits and supply disruptions offering an
alternative product

15.10.2010
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Medicinal products supplies [18]
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Transparency of SUKL activities - www.sukl.cZ v ]

“, Databases of

% Registered medicines
= Pharmacies, Laboratories, GMP licence holders
= Manvufacturers, Distributors
% Blood banks, Transfusion units
% Human tissue and cells licence holders
“ Inspections outcomes overview
“ Evidence based decisions on price and
reimbursement, following 89/105/EEC directive
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P&R administrative file visits [20]
2000
8000
7000
8000 l l l
5000 l l l l
Il nnnhi
i il nnini
M il innpnnnnni
. leden uanor bfezen duben kvéten denven  fervensc  srpen Zah fijen listopad prosinec
January  February  March Apri May June July August September October November December
S SUKL 15.10.2010

© 2010 Statni Ustav pro kontrolu [éCiv

10



Future dreams..... 3x | [21]

 Intensifying international cooperation

 Improving on patients” information

“ Innovations and easing their market access
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[22]

Thank you for your attention
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Needs and
Recommendations:
an EMA perspective

Prague, EDQM,
October 2010
Hans-Georg Eichler

&

The regulator’s role S

Quality
- Collaboration
EMA - EDQM
- Examples

- Challenges
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EDQM involvement of the EMA
centralised procedure

(2. Performing certification \
for the compliance with
the relevant Monographs

1. Establishment and
provision of official

SEDLEN of the Ph. Eur

3. Establishing the 4. Annual sampling
list of Standard and testing
Terms programme OMCL

\?
Examples:
Quiality issues having a major effect on

(perceived) benefit-risk

TSE affecting broad range of dug products

Heparin medicinal products contaminated with
oversulphated chondroitin sulphate

Viracept (nelfinavir) contaminated with ethyl
mesilate, a known genotoxic substance

Rotavirus vaccines contain porcine virus DNA
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More counterfeit drugs seen
around the globe _
'WHO: Preoduction, sale of fake pharmaceuticals in rich, poor nations on rise C O u n te rfe It

By Stephanie Nebehay
REUTERS
updated 5/19/2010 8:18:38 PM ET.

Counterfeit drugs polarise WHO debate 21/05/2010 by JOEL TAYLOR - 3rd February, 2009

Heatlth officials at this weeks World Health Assembly in Geneva have b W Tweet | 0 3 share this
article

ve been
battling over how to best combat the growing problem of counterfeit medicines. —_————

Thousands given fake drugs by NHS

Thousands of people suffering from life-threatening ilinesses could have taken
fake drugs handed over pharmacy counters.

India becomes fake drugs o P

manufacturing hub oo
srugs were recovered, the remaining 25,000 “

82
rfeiting ring which managed to get 70,000 packs of

Latha B. Reddy in Health

Counterfeit drugs: a major
= Itis thought the drugs were linked to Chinese businessman Kevin Xu.
p ro b Iem fo r As 1Ia Wwho was jailed last month for six-and-a-half years for his part in an international counterfeiting racket.

15-Jul-2005
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Legal Proposal: 3 Pillars

1. Product characteristics — Safety Features

Obligatory (and harmonised) safety features allowing
identification and authenticity checks and tracing

2. Actors in Supply Chain & GDP

Obligations for exporting wholesale distributors
GDP certificates; GDP database by EMA

3. Active pharmaceutical ingredients

Mandatory audits
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Proposed EU Anti-falsification legislation

 Details not yet finalised

— Expected to strengthen GMP inspection provisions
for APIs

— A key aspect of the proposals is international co-
operation

— Expected to provide for accountability for all actors
in the supply chain

— Expected to develop provisions related to the
distribution of finished products

&
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International developments

» Pooling of inspection resources
— APl inspection pilot involving EMA, EDQM, US
FDA, Australian TGA, Germany, Ireland, Italy,
France and UK
* Facilitated by a common standard (ICH Q7)
« Joint inspections build mutual confidence
« Sharing inspection information enables more efficient
deployment of resources

* Pilot phase ends at the end of 2010




&

FUROPEAN MEDICINES AGENCY

International Summit of Heads of
Medicines Regulatory Agencies
(Singapore December 2008)

Project:
— Enhance quality assurance of APl manufacturers.

- Proposed strategic meeting of agencies’ heads
of inspectorates prior to the next Summit.

- Agencies that expressed interest: EMA, US FDA
& TGA

&
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Conclusions of Strategic Meeting
Washington DC, November 2009

Meeting held immediately after the
International Summit of GMP Inspectorates
organised by US FDA and Australian TGA

— Focus given to collaborative activities to
enhance assurance API quality
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Action points (1)

« Harmonised international inspector training on
ICH Q7
— Sharing of existing Q7 training material and review
for consistency

— Consultation of authorities on what areas of Q7 are
subject to different interpretation

— PIC/S* to be invited to develop the training workshop

*Pharmaceutical inspection cooperation scheme

&
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Action points (2)

Pooling of resources and contacts for
translators to assist in inspections (primarily
Chinese)

Recognize contribution that can be made by
OMCLs and encourage international
collaboration

— E.g. “Finger-printing” projects to allow traceability
Common guidance on supplier qualification

Attempt to identify the number of active API
sites globally of common interest
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2500 API manufacturers active in international markets?

Duplicate database entries
Interpretation of “manufacturer”
Incomplete regulatory submissions

&

FUROPEAN MEDICINES AGENCY

Action Points (3)

* Develop a workshop to identify and promote
best practices in interactions with 3 country
authorities
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New challenges on the horizon...

&
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The need for regulatory flexibility:
example new technologies, stem cells

» Characterise product (variability of
homologous products?)

» Timelines for batch release tests vs. cell
viability

» Describe pharmacokinetics, biodistribution
(long term behaviour of cells?)

» Describe Mode of Action

« Demonstrate absence of tumorigenicity
(unavoidable?)




Individualised Medicine - ‘

 Vitespen (HSPPC-96, Oncophage®):
* investigational autologous cancer vaccine derived from
tumor-specific gp96 heat shock proteins.

* Individual patient’s tumor (excised sample) — shipped
to manufacturer's facility —

* proprietary manufacturing process —

» Production of individual “lot” — quality controls —
shipped back to patient’s treatment center —

o target population: n=1

&
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Anticipated regulatory challenges

* Quality issues
— For some new therapies: sources of extra
variability — "inconsistent” quality of
medicinal product? (e.g.: Vitespen harvesting
procedure)

Manufacturing process and controls (in
process and batch release) adaptation

Potency testing and dose definition

Viral safety testing, tracing, look back
procedures at EU and global level
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The brave new world of safety testing

The harder you look,
the more you find

The spiral of risk awareness  womwvmons omer

“Rotavirus vaccines Pharmaco-epi studies
for infants contain
porcine virus DNA"!!

\

Suicidality <
(SSRI's, Anti-epileptics,
Statins, Tamiflu...)
< Larger safety database

Cardiovascular risk

Meta-analysis

(Vioxx, Avandia,
Viagra...)
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Thank you!
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