CONTROLACTIVITIES —
PRACTICAL CLASS




Inspection in the pharmacy

- Why?
- Who?
- How often?

- What?



L
What is the purpose?

- To ensure that the pharmacy comply with all legal
requirements, regulatory standards of each country



Inspections

- Depends on the allowed product range

- National institutes



Inspections

- Each country — legislation: instruction which institute is
responsible for inspection

- Czech rep. — SUKL
- UK — The General Pharmaceutical Council Inspectorate
- USA — Federal, state Institution...



Inspection — How often?

- Czech rep. — usually once per 2 years
- UK — once per 5 years

- If the Institute believes more visits are necessary — more
frequently (high risk — due to the result of previous
Inspections)



Inspection — what to expect?

- Inspectors are not obligated to notify their visit
- But in majority of cases — they send a notification

- Routine control X Targeted



Inspection — what to expect?

Medicine stock, containers and storage

Are medicines stored appropriately?
{i.e. in original boxes, fully labelled, no loose blisters,
mixed batches and in an organised fashion).

Are unlicensed medicines in stock?

Are medicines stored in appropriate conditions?
{e_g. temperature, humidity etc_).

Are there adequate date checking procedures in
operation?

Are dispensing containers appropriately stored?




Pharmacy record
|s there evidence that the pharmacy record is accurate
and entries are made contemporaneoushy?

|5 the pharmacy record maintained for at least 5
YEarse

Absence
|= the responsible pharmacist ever absent from the
registered pharmacy?

When absent does the responsible pharmacist remain
contactable or amange for another pharmacist to be
contactable and be available to provide advice?




Inspection — results

- Copy of the check list
- Problems?
- Could start disciplinary proceeding

- (suspension of activities, a proposal to impose a fine)



Inspection — results: examples in CR

- Shelf time

- Room temperatures

- No pharmacists in the pharmacy
- Batch mix

- Documentation



Control activities in the pharmacy -
Reporting

- Medication errors
- Adverse drug reaction, medical devices
- Quality product problems

- Report even if you don't have all information



Medication errors - reporting

- Who makes, discovers the medication errors

- The only acceptable level of medication errors is zero.



Medication errors

- Similar product appearance
- Similar product packaging

- Sound-alike names



Medication errors

- omission error

- wrong dose error

- extra dose error

- wrong dose form error

- wrong time error



Medication errors

Categories:
- human failure
- technical failure

- organizational failure



Human failure

- occurs at an individual level pulling a medication bottle
from the shelf based on memory, without cross-
referencing the bottle label with the medication
order/prescription

- errors made by the patient such as non-compliance to
prescribed drug therapy



Human failure

- assumption error
- selection error

- capture error



Technical failure

- Technical failure is a failure resulting from incorrect
equipment

- malfunction of equipment

- failure of automated equipment



Organizational failure

- fallure because of organizational rules or procedures



Pharmacovigilance - reporting

- Pharmacovigilance uses information from :

- Spontaneous reporting of adverse reactions from
healthcare professionals,...

- (compare with inforamtion from:

- Clinical trials and epidemiological studies

- Published global medical literature

- Pharmaceutical companies

- Healthcare and population statistics

- Information on the consumption of medicinal products)



Adverse drug reaction

- Report even if you are not certain the product caused the
reaction



Reporting reminder

Do you suspect an ADR?

l‘(es

Yes
Isit a serious reaction?  j— Report
‘ No
Is it a black triangle ¥drug ves
or is the patient a child? == Report
‘l No
A whether t ves
re you unsure whether to
report? —— SSpon




National competent authorities

- Human:

- http://www.ema.europa.eu/emal/index.ijsp?curl=pages/medicines/ge
neral/general content 000155.|sp&mid=WC0b01ac0580036d63

- Veterinary:

- http://www.ema.europa.eu/ema/index.jsp?curl=pages/med

iIcines/general/general_content_000167.jsp&mid=WCO0b0
1ac0580036d65


http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/general/general_content_000155.jsp&mid=WC0b01ac0580036d63
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/general/general_content_000155.jsp&mid=WC0b01ac0580036d63
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/general/general_content_000155.jsp&mid=WC0b01ac0580036d63

National competent authorities (human)

- Czech Republic: State Institute for Drug Control

", SUKL

- United Kingdom: Medicines and Healthcare products
Regulatory Agency

=


http://www.sukl.cz/
http://www.mhra.gov.uk/
http://www.mhra.gov.uk/

- Greece: National Organization for Medicines

20 )




National competent authorities

(veterinary)

- Czech Republic: Institute for State Control of Veterinary
Biologicals and Medicaments

& USTAV PRO STATNi KONTROLU VETERINARNICH BIOPREPARATU A LECIV

- United Kingdom: VMD - Veterinary Medicines Directorate



http://www.uskvbl.cz/
http://www.uskvbl.cz/

National competent authorities
(veterinary)

- Greece: National Organization for Medicines




Ye"ow How to complete a Yellow Card
You can complete a Yellow Card to tell us about a suspected adverse drug reation to any
Card medicine. Yellow Cards can be found in the back of the British National Formulary.

Alternatively it is easier to report online at www.yellowcard.gov.uk.

SCheme This is an example of a Yellow Card showing the minimum information which must be
completed. This is all the information you need to make a report, although additional detail

update helps us assess the case.

Yellowcard

COMMISSION ON y
HUMAN MEDICINES SUSPECTED ADVERSE DR

If you suspect thn 2 adverse resction may be relased o o g, o1 2 comd

ite o wuwye o cand gou k. Foc latesiedy monfived m
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repoating just beesuse some detus

PATIENT DETAILS Pateat Injtiaks:
1 Az |t lrze of GOEtOR): Mentification (Your Pract
. . SUSPECTED DRLGS)
At least one piece of patient | Give brad nunc o drog .
information is required, and | ‘EoMBIVIR " PO in
can be any of: age; sex; SIMYASTATIN 20
weight; initials; height; or a | SUSJECIED REACTIONS)
deseribe the resctionds) and amy treatent gives: B H
local identification number Sistering
Date reaction|s) ststed. Dute 3(x) wo
Do yow consider the resctscn e be senos?  Yes ¢ No
2 1§ yer. please indicate why the resetiyn & consadered  he serious (please tick
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reaction is required

Describe the suspected adverse drug reaction



4.

Flose atmct oo’ pases 1 oo sy

Plesse list other dewgs taken In the lust 3 months prior to the reaction (including self-medics tion & orbal remedies)
Wy the patient os sy other madwanon®  Yes / No  If yes, plesse give the fallowng information if known:
Devg (Brand, it known) Rowme Duosage Dute sartd Dawe siopped Prescribed Sor

Additions! redevant information ¢.g, roedical Bistory, Wet resuks, known alleegies, rechallenge (if parformed), suspectad Erag Ineractions Foe
congesital sbnonnalities plcasc state all cther drugs Laken duning pregnomcy and the dake ol the kst menstrual penod

REPORTER DETAILS CLINICIAN (If not the reporter)
Name and Prfessione! Addross: __A-_'!.__ler_ Neamte and Trofeasionm) Addnss:

Wharfdale HIV Clinic

St Martins Hospital Post code
Post code: _S12 OD TelNo: 0207 12345678 Tel Noo Specislity:

iy: If yom mﬂhb information abeur ather adverse resctions
dignawre: Dme esoctaed with the suspectod drug, please tick this lm )
an area served by a Yellow Card Centre (YOU), MHRA may ask the Centre 10 communicate with yon, on its behalf, about your

repunt. See BNFC (page 21) for funber detalls on YCOs. [ you wane anly MHRA 0 caaact you, plepse tick this bow o=

Serdd 10 Madickun and Healtsearw produces Reguluiory Ageocy, CHY FREEPOST, LONDON 5W3H SBR

The contact details of the reporter must be provided. These are held in strict confidence, and are only used to
contact the reporter when additional information is required. Reporter details are not provided to any third party




1.
Full details of the suspect
drugs have been provided.
The dates allow us to
calculate duration of
treatment and time to
onset of the reaction

-
Brand names of drug
should be provided if

Yellowcard®

COMMISSION ON St @
HUMAN MEDICINES SUSPECTED ADVERSE DRUG REACTIONS

If you suspect thia 2 adverse nesction may be whased 1o 3 ding, or a combaaion of dugs, you shoud wpless this Yellow Card of complese a
report o the website a. wuw yelon card gou ak, For inreadie) rovsed wedicanses (edennified by W) report all suspecied reections {ircluding
any corsadered el 10 b2 senons), For exsabihed @z and dorbal remeclies report all serlom acdverse reactions i adalis: sopoet all serlous and
reactinus i ehfidren (under 18 yeany ). You do oot dave % be satis about causabay: if i doubt, ploase report De oec he pee off
some dotar ™ ane not kmn See BNFC (psge 211 or the VHRA m:hme (waw y:lh\wdgv.dt] oo udciconal sdvice

repoetiog just

Sex: M

PATIENT DETAILS

) ek N B r Weight 1 known (kg):
Aze (3t tree of caeon): Mentification (Your Peactice /1 ngfal Ref |- .

SUSPECTED DRUGHS)
Oive hrand mame o drg

T

azd batch numsr il krwwn Rowe Dvag: Dtz stanied Preseribed for
. 53 i R R e S
ZOCOR
sus D REACTIONS) . Outcome
e M b said zay Wve: glistering of lips and mouth Ryl El
Tingling of face. Possible Stevens Johnson Syndrome? Cotining. W
Dace reaction(s) ststad: Dt remctoa(s) doped Uther O
Do yom consider ths resction e be serios? ! No
1f yer. please inchicate why the rinction & co t be semous (plawse Gek ) tant apply )
Patienn died due %o reaction [ Tewvolvd o peolonged patient hpiteksation o
Lfe trranening O |avolved persistent of égevificant Gsahiliy or megpacity (=]
Congenital atmonma lity o Medieally sgnficant: plosse give dtails: 2 TS

known
o 5

Further details of the
adverse drug reaction
have been provided,
including the outcome

_"‘Mﬂﬂlmblufy.'wm 0 &y fussw 2o conceming Siv spert
4.

The reporter has provided their assessment of the seriousness of
the reactions—here considered to have caused the patient to be
hospitalised, and also to be medically significant



Floase msch askfintona’ pames o normoerr

5.7 |

Please list wtiver drwgs tiken In the lasr 3 momibs prior (o the reaceion [including self-medication & mirbal remedies)

Wi the patieni on any other medwaton™  Yes ! Mo Hyes, plmc pive the Followng informetion iF known:
ranl, il known) Rz Daie sari=d Dare siopped Prescribed for

Km 3 h'.‘l.bﬁ B'D' 1 === HIV prophylaxis

Concomitant medicines
taken in the past 3 months
have been included

6.
The reporter has also
included some additional
information on the

Additions| relevant informution ey, oedical bistory, s niake, koown allergies, rechallenge (iF performed]), suspecsd drag innrscriong. For
conpemitnl nhiormalites ploase state all ctwer drugs taken during pregnaney and e da of the e menstnal pericd.
Anaphylactic shock in 2006, Allergy fo penicillin.

Mo other relevant history 3/6/08 CD4& cell count 1240 per mL3

3/6/08 HIV viral load ES?tuplasfni_

CLINICLAN [if not the repartery
Mewe and Frofessiona) Address:

HEPORTER DETAILS
Wame s Frofessions| Address: _ A N Ofher

St Miartins Hospital

|

w__

indication, and has also
reported that there is no
other relevant history. This
information helps prevent
unnecessary follow-up with
the reporter for patient
higtory when it is
unavailable

rm:ﬂ:_ﬂ%ﬁ_ Telme: Q207 [23456TE | Tel Mo _

Specialit: _SUM/HIV nurse I g o e tformadion shout o wvrae eactions

Siwanure ff o g7 D= wsociated with the supectzd drug, pleghe fick this ho (=)

" s w in ared served by 8 Yellow Card Cenire (YOC), MHEA may ask the Centre t> coammmumicete giith v, on its hehalf, ahaut vour

acjrant, See BHEC (page 217 Ton furtber detalls on Y05, [ yow wans cnly MITRA o cimbaed gonn, pleser bk boem =
Sl tr Ml cimess sand Horalizare g Ragalutary Ageney, CHM FREEPOST, VWA SRR

For reports of patients with HIV, the HIV viral
load and CD4 T-cell count are useful for
assessment of the patient's disease status




Black triangle

- http://www.ema.europa.eu/docs/en GB/document library/
Other/2013/09/WC500150608.pdf

- http://www.ema.europa.eu/docs/en GB/document library/
Other/2013/04/WC500142453.pdf



http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/09/WC500150608.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/09/WC500150608.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/09/WC500150608.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/04/WC500142453.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2013/04/WC500142453.pdf

Product problems

- Suspect contamination
- Stability
- Packing, labeling

- Suspect counterfeit



Classification of Batch Recalls for Quality
Defects

- Class 1: Defects, which are potentially life-threatening or
could cause serious risk to health.

- Examples:
- 1.1: Wrong product (label and contents are different products).

- 1.2: Correct product but wrong strength, with serious medical
consequences.

- 1.3: Microbial contamination of sterile injectable or ophthalmic
product.

- 1.4: Chemical contamination with serious medical
conseqguences.

- 1.5: Mix up of some products (“rogues”) with more than one
container involved.

- 1.6: Wrong active ingredient in a multi-component product with
serious medical consequences.



Classification of Batch Recalls for Quality
Defects

- Class 2: Defects, which could cause illness or mistreatment but are
not Class 1.

- Examples:
- 2.1: Mislabelling: e.g. wrong or missing text or figures.
- 2.2: Missing or incorrect information - leaflets or inserts.

- 2.3: Microbial contamination of non-injectable, non-ophthalmic sterile
product with medical

¢ consequences.

- 2.4: Chemical/physical contamination (significant impurities, cross-
contamination,

- particulates).
- 2.5: Mix up of products in containers (“rogues”).
- 2.6: Non-compliance with specification (e.g. assay, stability, fill/weight).

- 2.7: Insecure closure with serious medical consequences (e.g.
cytotoxics, child-resistant

- containers, potent products).



Classification of Batch Recalls for Quality

Defects

- Class 3:

- Defects which may not pose a significant hazard to health
but where a recall has been initiated (perhaps not
required by the competent authority) for other reasons,
but are not Class 1 or 2.



B
Notifying quality defects

- http://www.ema.europa.eu/docs/en GB/document library/
Standard Operating Procedure -
SOP/2009/09/WC500003190.pdf



http://www.ema.europa.eu/docs/en_GB/document_library/Standard_Operating_Procedure_-_SOP/2009/09/WC500003190.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Standard_Operating_Procedure_-_SOP/2009/09/WC500003190.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Standard_Operating_Procedure_-_SOP/2009/09/WC500003190.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Standard_Operating_Procedure_-_SOP/2009/09/WC500003190.pdf

Drug Recalls

- Recalls are actions taken by a firm to remove a product
from the market. Recalls may be conducted on a firm's
own initiative, by supervising authority request.

- Competent Authorities should ensure that information
concerning the recall of medicinal products is notified
rapidly to other Member States, if the nature of the defect
presents a serious risk to public health



B
Rapid Alert Procedure

- The aim of the Rapid Alert Procedure is to transmit only
those alerts whose urgency and seriousness cannot
permit any delay in transmission.

- In each case a professional assessment must be made
of the seriousness of the defect, its potential for causing
harm to the patient or (in the case of a veterinary product)
harm to animals, consumers, operators and the
environment, and the likely distribution of the affected
batch(es).



B
MedWatch - What to Report ?

Adverse events that you observe or suspect for human medical
products, including serious drug side effects, product use errors,
product quality problems, and therapeutic failures for:

- Prescription or over-the-counter medicines, as well as
medicines administered to hospital patients or at outpatient
Infusion centers

- Biologics
- Medical devices (including in vitro diagnostic products)
- Combination products

- Special nutritional products (dietary supplements, infant
formulas, and medical foods)

- Cosmetics

- Foods/beverages (including reports of serious allergic
reactions)



- What Not to Report to MedWatch:
- Vaccines:

- Investigational (study) drugs
- Reporting on Veterinary Medicine Products



MedWatch Voluntary Report

o

About Problem About Device About Product About Patient About Reporter Review & Submit

About Problem

* Required Information

Please select the cause of the problem that applies below: *

LI For a problem with a product, including:
= Prescription or over-the-counter medicine

= Biologics, such as human cells and tissues used for fransplantation (for example: tendons, ligaments, and bone) and gene therapies

Murtrition products, such as vitamins and minerals, herbal remedies, infant formulas, and medical foods
Foods (including beverages and ingredients added to foods)
= Cosmetics or make-up products

LI For a problem with a medical device, including:
= Any health-related test, tool, or piece of equipment
= Health-related kits, such as glucose monitoring kits or blood pressure cuffs
= Implants, such as breast implants, pacemakers, or catheters
= Other consumer health products, such as contact lenses, hearing aids, and breast pumps




- AiPABL
EMA

European Medicines Agency gives
recommendations to deal with sterility assurance

concerns for DepoCyte Email () print @ Help (@ Share
LIY.Wl Press release [ Key facts | All documents Related information

P DepoCyte: EPAR
b Expand all items in this list B DepoCyte: Withdrawn application
About

What is DepoCyte?

What is the problem with DepoCyte?
What action is being taken?

What are the recommendations for healthcare professionals?

Q Questions and

answers on the lack of
sterility assurance with
DepoCyte (cytarabing)

{English only) 24/08/2012




L
Counterfeit and Falsified medicines

- WHO estimates that up to 1% of medicines available in
the developed world are likely to be counterfeit.

- This figure rises to 10% globally, although in some

developing countries they estimate one third of medicines
are counterfeit.



Counterfeit and Falsified medicines

- Counterfeit medicine is now a truly global phenomenon, at
first thought to only affect developing countries, now
known to impact upon developed countries.

- Counterfeiters now also target the most lucrative markets,
copying high value, high turnover, high demand
medicines.



L
Counterfeit and Falsified medicines

- Falsified medicines are fake medicines that are
designed to mimic real medicines;

- Counterfeit medicines are medicines that do not comply
with intellectual-property rights or that infringe trademark
law.



L
Counterfeit and Falsified medicines

- The Europe Is not typically a manufacturer of counterfeit
medicine, however the Member states are a transit point
and end user market.

- Counterfeit medicine is more commonly available to
consumers via on line pharmacies, the WHO estimate
50% of medicines available from sites which conceal their
physical address are counterfeit.

- Numerous fatalities have occurred around the world.



Counterfeit and Falsified medicines

- Counterfeit medicine were found in the legitimate supply
chain has been specifically designed to deceive
pharmacists and patients that it is genuine, often only
laboratory analysis reveals the counterfeit product!

- Contain a reduced amount of the active pharmaceutical
iIngredient, although the wrong ingredient or no ingredient
at all have been found less frequently.

- All counterfeit medicines are dangerous.



L
Counterfelt and Falsified medicines

- A pro-active programme

- A re-active programme



Counterfeit and Falsified medicines

- Health — products containing banned, untested, or
undeclared ingredients, products containing too much or
too little active ingredient, with no information supplied on
dosage or side effects, together with allowing Prescription
Only Medicines to be sold without a proper consultation or
prescription provided.

- Financial



Fake
Medicine

Do you know what
you're buying online?




Would
you purchase
prescription only
medicine without
a prescription?
You are not the only one

The majority of Brits (60%:) are becoming
far more trusting of buying goods over the
internet than they were 5 years ago... '

* Morethan 1in 7 {15%) UK aduls have admitted to purchasing
prescription only medicine without a presaription!
= What they probably don't knowr is that between 50-90%2? of all
miedicines sold onwebsites which conceal their address are fake — a gamble
not worth taking
s 78% of doctors agree that people are risking their health, and potentizlly even
their life by doing this®
Think twice about the medicnes
So what are the real facts? you buy
+ Counterfeit medicines can contain
harmful ingredients such as rat poison, Don’t bypass the healthcare system to
boric acid and lead based road paint®® get your prescription only medicine guickly
 They can also contain too little or too or cheaply - It's not worth the risk
much active ingredient — seme contain
no active ingredient at all*®
* Fake drugs can cause harm to patients

and sometimes lead to death”

+ It is often produced by people who @@ha
have no appropriate qualifications
in unhygienic surrcundings™* HEARTILE ::m

= mmrs nan e Tk

For more Information speak to your GP or
pharmacist or visit www.realdanger.co.uk

GET REAL

GET A PRESCHFTION
[ ——
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