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Learning objectives

After this presentation, participants can
Define pharmacovigilance
|dentify cases which should be reported to the national drug authoritiy

Report a case to Swissmedic



/7 year old woman

Invasive ductal HERZ2 positive breast cancer
Hypertension, dyslipidemia

Medication:
— Aspirin 100 mg/d
— Amiodarone 200 mg/d (indication unclear)

— Atorvastatin 10mg/d

Skin reaction 4 weeks after starting paclitaxel (Taxol®)

Change to docetaxel (Taxotere®)



/7 year old woman

3 days later: burning in face, hands, feet, dysphagia and
diarrhoea

Hospitalisation

Pharmacovigilance-reporting: Taxane-induced severe skin
and mucous membrane reaction

Hammann et al. BJCP 2017



Pharmacovigilance report ]

Severe mucocutaneous reaction not labelled in the taxane product informations
Likely DDI between paclitaxel/docetaxel und amiodarone
Taxanes are CYP 2C8 substrates. Amiodarone inhibits CYP 2C8

4 similar cases in the WHO database VigiBase®

Pharmacokinetic analysis: 80% reduction in docetaxel clearance, half-life prolonged from 11
to 100 hours

Docetaxel [ng/mL]
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1. What is pharacovigilance?




What Is pharmacovigilance? J

Pharmakon (gr.) = Medicinal product

Vigilia (It.) = alterness




What Is pharmacovigilance? ]

Pharmacovigilance is the science and activities relating to the detection,

assessment, understanding and prevention of adverse effects or any other
medicine/vaccine related problem.

E

orld Health
rganization

https://www.who.int/teams/regulation-prequalification/regulation-and-safety/pharmacovigilance



What Is pharmacovigilance?

.... post-marketing
..... spontaneous reporting by healthcare professional and patients
..... underreporting ~ 96%

..... does not provide information on incidence or prevalence
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PHASES OF DRUG DEVELOPMENT AND PRECLINICAL AND CLINICAL TRIALS

PHASES

STEPS AND STUDIES

NUMBER OF SUBJECTS

CLINICAL RESEARCH

CLINICAL DEVELOPMENT

months

12

months

» PHASE

9-12

months

P PHASE

12-18

months

» PHASE

12 -18

months

» PHASE

12 - 36 or more

months

» PHASE

indefinite

P PHASE

ITIA

IIB

III

IV

SELECTION OF A NEW POTENTIAL DRUG

- Preclinical studies (prerequisite)
e chemistry
» pharmacology
e toxicology (acute / subacute, mutagenesis)

A

FIRST USE IN MAN

- First pharmaceutical form (route of administration)
- Healthy volunteers

e safety

e pharmacokinetics

FIRST USE IN PATIENTS

- Preliminary dose ranging studies
- Pharmacokinetic studies
- Patients with specific

e diseases

e Or symptoms

- Larger scale studies
\ 2 Final dose ranging studies

CLINICAL STUDIES FOR REGISTRATION

- Full preclinical studies
e galenic form
e pharmacology
e long term toxicology
- Comparison with reference treatment
» safety
« efficacy

\ 4
REGISTRATION PROCESS

- Monitored release in specific centers?
- Post-marketing surveillance

S

25-50
25-50

50 - 150

rersitatsspital

2|

5’000 - 10°000 ?

Source: Regional Pharmacovigilance Centre, Basel
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PHASES OF DRUG DEVELOPMENT AND PRECLINICAL AND CLINICAL TRIALS

PHASES STEPS AND STUDIES NUMBER OF SUBJECTS

CLINICAL RESEARCH

CLINICAL DEVELOPMENT

SELECTION OF A NEW POTENTIAL DRUG

- Preclinical studies (prerequisite) @
months e chemistry
» PHASE 0 » pharmacology

12 e toxicology (acute / subacute, mutagenesis)
FIRST USE IN MAN
months - First pharmace M (route of administration)
» PHASE
9-12 25-50
25-50
S
months » PHASE 50-150
12-18
months : ¢
12 -18 » PHASE 1 Inal dose ranging studies
AL STUDIES FOR REGISTRATION
- Full preclinical studies
e galenic form
months » pharmacology
1236 P PHASE III e long term toxicology
) or more - Comparison with reference treatment
» safety 250 - 2’000 or more
v « efficacy
REGISTRATION PROCESS 2000-5000 people EXpOSGd
months P PHASE IV - Monitored release in specific centers? 5’000 - 10’000 ?
indefinite - Post-marketing surveillance

Source: Regional Pharmacovigilance Centre, Basel

rersitatsspital
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Causality or coincidence? ]

‘ Exposure to drug

. A Medical event
Patient 1
| ‘ A !
Patient 2
' ke '
Patient 3
| —A |
Patient 4
| O A !
Patient 5

Zeitachse




2. History




History

WHO** Eudravigilance New
Gastointestinal Programme for was funded EudraVigilance
USA Wlth the toxicity of ASA™ The :elloi\:/v CZI’CI International Format
solvent diethyl was proved was st;:.;cuuKre in Drug Monitoring
glycol l was instituted
! | } :
1848 11937 »mm 1938 1955m 1961 1964 m1965 1968 1995 2001 2012 2017
2 M 2 7 tt =x%
Hannah’s  Federal Fooq, Drug cBride’s Letter [.Euro.pean EMA™ was set up New European
death and Cosmetic Act about the legislation was e
: Pharmacovigilance
caused by ~Was established and tragedy of developed (EC ingche
; : ’ T Legislation
chloroform  the public health Thalidomide  Directive 65/65) (Directive
system was
renovated 2010/34/E4)

Modified from Fornasier et al, Int J Clin Pharm (2018) 40:744-7
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THALIDOMIDE AND CONGENITAL
ABNORMALITIES ADR

Sm,—Eg/ngeniml abnormalitieﬂ are present in approxi-
mately 1- 1 T months I have observed

that the incidence of multiple severe abnormalities in

babies delivered of women wh the drug

thalidomide (‘ Distaval ’) duﬁngm :

emetic or as a sedative, to be almosf 20%. Risk group
These abnormalities are present in structures developed

failure of development of long bones (abnormally

femora and radii).

Have any of your rea erJ seen similar abnormalities|in | Increased
babies deli of women who have taken this drug [ frequency
Confluence of data pregnancy ?

Hurstville, New South Wales. W. G. MCBRIDE.

McBride WG. Thalidomide and congenital abnormalities. Lancet. 1961, ii:1358
Fornasier et al, Int J Clin Pharm (2018) 40:744—7



3. Process

_)' _I Universitatsspital
Basel



Pharmacovigilance Process

Every report -
counts ' OO

\
—
<=

ADR |— | Reportto Swissmedic: »| RPVZ:
triage 1. Causality assessment
f:; 2. Generate PV-report
-J_‘l 3. Enter daja into
B

platform k—!

Swissmedic

@ e

ADR: adverse drug reaction

DHPC: direct health professional communication
MAH: marketing authorisation holder

RPVC: regional pharmacovigilance centre
WHO-UMC: WHO Uppsala Monitoring Centre

Positive signal
confirmed

\4

assessment

A 4

WHO-UMC
VigiBase

A

Data analysis

Swissmedic and
MAH change
labelling or licensing

18



Direct Health Professional Communication

SCNWEIZENSCNES MENMITIENNSTTUT * News & Updates » Recht | Normen » Kontakt | Support & Hilte
Institut suisse des produits thérapeutiques
VAo s Istituto svizzero per gli agenti terapeutid
<AATTS G -
sSwWissm Ed'IC Swiss Agency for Therapeutic Products [ Q, Suchbegriff(e) x
Aktuell | Humanarzneimittel | Tierarzneimittel | Komplementar- und Medizinprodukte | Services und Listen | Uberuns

Phytoarzneimittel

- - - - - - -

Startseite » Humanarzneimittel > Marktiberwachung » DHPC/HPC- Info Arzneimittelrisiken » DHPC - Tecentriq® (Atezolizumab)

¢ Morkiabernachung DHPC — Tecentrig® (Atezolizumab)

DHPC/HPC - Info
Arzneimittelrisiken Identifizierung des Risikos schwerer kutaner Nebenwirkungen (Severe Cutaneous Adverse

Reactions, SCARs) in Verbindung mit TECENTRIQ®

Archiv 2008 - 2017
19.01.2021

Die Zulassungsinhaberin informiert:

Mit diesem Schreiben méchten wir Ihnen wichtige neue
Sicherheitsinformationen zu Tecentrig® zukommen lassen, das fur die
Behandlung von einem nicht-kleinzelligen Lungenkarzinom (NSCLC),
kleinzelligem Lungenkarzinom (5CLC), Urothelkarzinom, Triple-negativem
Mammakarzinom, Melanom und hepatozelluldrem Karzinom indiziert ist
(ausfihrliche Informationen Gber Anwendungsgebiete finden Sie in der

L e
e

ArrznaimittalinfAarmmatinn Adac Drinaratel

https://www.swissmedic.ch/swissmedic/de/home/humanarzneimittel/marktueberwachung/health-professional-communication--hpc-/dhpc-
tecentrig-atezolizumab.html



DHPC letter

WICHTIGE MITTEILUNG

Adresse

Basel, Januar 2021

Tecentriq® (Atezolizumab), Konzentrat zur Herstellung einer Infusionslosung

Identifizierung des Risikos schwerer kutaner Nebenwirkungen (Severe Cutaneous Adverse Reactions,
SCARs) in Verbindung mit TECENTRIQ® (Atezolizumab)

20



Who has to report what, and how? J

HMG Art. 59 und AMV Art. 63/66/Anhang 3; 1.1.2019

Personen, die Arzneimittel berufssmassig anwenden oder abgeben oder als
Medizinalperson dazu berechtigt sind haben eine Meldepflicht

S e
®
S o

21



Who has to report what, and how?

Suspected severe ADRSs:

— fatal

— life-threatening

— resulting in hospitalisation or longer hospital stay
— severe or permanent harm (inkl. Teratogenitat)

— medically important

Suspected unknown ADRs
ADRs which are inadequately described in the product information

Suspected quality defect

Unsere Patientin

22



Who has to report what, and how?

Suspected severe ADRSs:

— fatal

— life-threatening

— resulting in hospitalisation or longer hospital stay
— severe or permanent harm (inkl. Teratogenitat)

— medically important

Suspected unknown ADRs

Time limits

asap within 15 days

within 15 days

within 60 days

ADRs which are inadequately described in the product information

Suspected quality defect

23



Who has to report what, and how?

Time limits

Suspected severe ADRSs:

— fatal asap within 15 days
— life-threatening

— resulting in hospitalisation or longer hospital stay
— severe or permanent harm (inkl. Teratogenitat)
— medically important

within 15 days

within 60 days
Suspected unknown ADRs

ADRs which are inadequately described in the product information

Suspected quality defect

A suspected causal association is sufficient for a report

==

24



Who has to report what, and how? ]

Anonymised patient details: age, sex, weight

ADR details: severity, start date, treatment

Suspected drug , start date, stop date, dose, indication
Outcome after stopping and/or restarting drug
Comedication

Risk factors

Differential diagnoses e.g. for hepatopathy alcohol consumption, USS report, serology

25



Who has to report what, and how?

since 1.1.2021

Swissmedic (homepage)

|
Form (paper or Online Platform
MS Word) «EIVIS»

!

Post - Fax - Emaiil

|

Swissmedic

Work up

Causality
assessmen

RPVZ

http:// www. swissmedic.ch - Humanarzneimittel - Marktiberwachung = Pharmacovigilance

26



Who has to report what, and how? Online

Selection of login procedures
Please select with which login procedure you would like to access the application of your choice.
You can find out more about the individual procedures in the help.

L+ | HIN
CH:-LOGIN HIN," | oan

eGovernment

CH-LOGIN (eGovernment) HIN-Classic LOGIN / myFMH-LOGIN

https://feds.eiam.admin.ch/adfs/Is/

27



Who has to report what, and how? Paper/emaill

medic

Meldung einer vermuteten unerwiinschten Arzneimittelwirkung (UAW) N°

Pat_ Initialen Geburtsdatum Geschlecht Gewicht  Beginn der U&W Dauer der UAW
Weibl.  Mznnl. kg Tag Monat  Jshr

B htete unerwii Arzneimittelwirkung th!euzlzze\t der UAW*

(Diagnose. Symptome und Befunds. Vedauf): =%

* Zait zwischen Gabe und UAW (bitte bei Impfraaktionen in Stunden angeben) O Fortsstzun, 95,

Riicksaite

sssss

(28, Laborwarte mit Datum, Histologie, svil. Kopien baizgen)

Alifillige Therapie der UAW: *****

Folgen der vermu teten UAW

O Teod O Hospitalisati O bleibende Schadigung cder Behinderung

O lebensbedrohend Hospitalisati ridngert O wvoriibergehend schwer beeintrachtigt / medizinisch wichtig
O ohne Schaden erholt O noch nicht erholt O anderes: ==

Bessenung des Zustandes nach Therapieabbruch

von:

“erschlechterung des Zustandes nach emeuter Gabe

Oija O nein [ anderes: °°°°* Cja J nein ] anderes: °"*"°
Verdachtigte Arzneimittel
Markenname Lot-Nr. Tagesdosis Applik gegeben Indikati
(Binlagia. z. B
Impfstoffe) e von*
e I T I T I I I e
e e e e e e
e e e e
Weitere, tzte A

* Datum oder Daver (Anzahl Tage / Monate / Jahre!

89955 % Natum oder Dauer, wenn weitergegeben: WEITER

Available here

https://www.swissmedic.ch/swissmedic/de/home/humanar
zneimittel/marktueberwachung/pharmacoviqgilance/formula
re.htmi

Reporters receive acknowledgement of receipt from
Swissmedic within 2 days and the final report (if one is
generated) within 4 weeks.

28


https://www.swissmedic.ch/swissmedic/de/home/humanarzneimittel/marktueberwachung/pharmacovigilance/formulare.html

4. Organisation in Switzerland




Organisation in Switzerland ]

WHO Programme for
International Drug
Monitorin

ssmedlc

armacovigilance
(> 65 000 Meldungen)

>| Signale I

"+ STQ Sctweiz Tombclogaches intsemationszentrum Zoech (Intaxi sicaer)

30



PHARMACEUTICAL » PHARMACOVIGILANCE
INDUSTRY SWISSMEDIC

/|

A

https:/mww.swissmedic.ch/swissmedic/de/home/humanarzneimittel/marktueberwachung/pharmacovigilance.html 31



5. Implications and outlook




Implications of Pharmacovigilance

Post-marketing surveillance = public safety

Safety signals mean drug authorities can
— Implement changes in the product information

— Withdraw drugs from the market
Essential for all new drugs (if possible, report all ADRS)

Can also deliver new information about ,old” drugs

33



Onakpoya et al. BMC Medicine (2016) 14:10

DOl 10.1186/512916-016-0553-2 BMC Med|C|ne
iﬂ Medicine and the Future of Health
oo

Post-marketing withdrawal of 462 @
medicinal products because of adverse

drug reactions: a systematic review of the

world literature

Igho J. Onakpoya ', Carl J. Heneghan and Jeffrey K. Aronson

1953 - 2013

[/ of 462 were antitumoral agents

34



Interval between launch year and first withdrawal (years)

250

200

150

100

50

0

‘ L lnterval 2
< >
, 1 )
Launch year  1¢" reported 15" withdrawal
ADR
*
*
0“ N
_ u... *
* *e *
+» $ 2 +
'F
‘%:'ﬁ;! % &
+* - »
Ry
* - ':::
1700 1750 1800 1850 1900 1950 2000 2050

Launch year

Onakpoya 2016



Outlook

Year on year increase in reports since 2012 (mainly industry-driven)
New online reporting platform Q2

KVG 58a 1.4.2021: Quality development contracts

Data protection

Training

Quality

Artificial Intelligence in ADR detection, reporting and interpretation

36



6. Summary




Summary

Definition of pharmacovigilance

Cases which need to be reported, by whom and how

Things to consider in your teams

* Include PV-reports in SIWF logbook

* Reporting: use as a DOPS or EPA exercise
* EIVIS-Expert

 Involve students

« Getin touch - we are happy to help

38



Thank you for your attention and ADR reports

Contergan: Einer der gré3ten Medizinskandale Deutschlands | Koblenz | SWR Aktuell Rheinland-Pfalz | SWR Aktuell | SWR

anne.leuppi-taegtmeyer@usb.ch vigilance@usb.ch
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