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1960 Thalidomide – app. 10000 fetuses affected



1970 – DES /diethylstilbestrol - >160 000 
children exposed – cancer, pregnancy 
di d h l i l li
New PhV legislation – Regulation 1235/2010 and 
Directive 2010/84 was adopted by European

disorders, morphological anomalies.

Directive 2010/84 was adopted by European 
parliament and Counsel in December 2010.

This new legislation is the biggest change in EU 
pharmaceutical regulation since 1995 and has 
i ifi t i li ti f i d t d l tsignificant implications for industry and regulatory 

agencies:
- To make roles and responsibilities clearTo make roles and responsibilities clear,
- To minimize duplication efforts,
- To optimize resources by rationalizing and simplifying ADR and 
PSUR reportingPSUR reporting,
- To establish a clear legal framework for post-authorization 
monitoring.







 May 18, 2000. The New England Journal of Medicine, Vol.May 18, 2000. The New England Journal of Medicine, Vol. 
342 : Is Academic Medicine for Sale?; автор Marcia 
Angell, MD

 May 22, 1999. The New York Times, Editorial: Patients for 
Hire, Doctors for Sale

"If you can't trust the studies, what happens to the profession and what happens to 
patients." John Wasson, M.D., Dartmouth, New York Times 



Letter to the Editor, 1996:

Sir, My wife has been prescribed pills.  According to 
the accompanying leaflet, possible side-effects are:  
sickness, diarrhoea, indigestion, loss of appetite, 
belching, vertigo, abdominal cramps, dizziness, 
stomach ulcers, bleeding from intestine or blood 
diarrhoea, ulcerative colitis, sore mouth and 
tongue, constipation, back pains, inflammation of 
pancreas, mouth ulcers, skin rashes, hair loss, 

i i i li h d i i dsensitivity to sunlight, drowsiness, tiredness, 
impaired hearing, difficulty with sleeping, seizures, 
irritability, anxiety, depression, mood changes, 
tremor, memory disturbances, disorientation, 

h i i i i i i b d dchanges in vision, ringing in ears, bad dreams, 
taste alteration, allergic reactions, swelling due to 
water retention, palpitations, impotence or 
tightness of the chest.
Sh ld h t k th ?Should she take them?
Yours faithfully,



EU Regulatory landscape:EU Regulatory landscape:

New PhV legislation – Regulation 1235/2010 and New PhV legislation Regulation 1235/2010 and 
Directive 2010/84 was adopted by European 
parliament and Counsel in December 2010.

This new legislation is the biggest change in EU 
pharmaceutical regulation since 1995 and has p g
significant implications for industry and regulatory 
agencies:
- To make roles and responsibilities clear- To make roles and responsibilities clear,
- To minimize duplication efforts,
- To optimize resources by rationalizing and p y g
simplifying ADR and PSUR reporting,
- To establish a clear legal framework for post-
authorization monitoringauthorization monitoring.



Why new rules:Why new rules:
In EU: 

-5% of all hospital admissions are due to adverse drug reactions, 
-5% of all hospital patients experience an adverse drug reaction, 
Ad d ti th 5th t f-Adverse drug reactions are the 5th most common cause of 

hospital death, 
-The legislation will /?/ save 5910 lives per year across the EU! 

as well as:

Mixed responsibilities,
Too complex reporting rules, even more complex decision making 

process,p ,
Differences at member state level, too soft penalties in some 

countries,
Lack of robust safety studies. . .ac o obust sa ety stud es



Why do we need to monitor safety 
post marketing?

REAL LIFE IS NOT LIKE A CLINICAL TRIAL
 Clinical trials only encompass a very small selected section Clinical trials only encompass a very small selected section 
of the population

 No pregnancyp g y
 Concomitant medications are controlled
 Long term useLong term use
 Yellow card scheme



Safety Monitoringy g

S E l t Serious Expectedness ReasonableSponsor Evaluate 
Safety of Drug for 

subjects

Serious, Expectedness, Reasonable 
Possibility

Analysis with other events related toAnalysis with other events related to 
drug use



1. New EU safety rules – impact on CTs:

SUSAR = 

SUSPECTED 

UNEXPECTED 

SERIOUS 

ADVERSE 

REACTION



SUSAR = 

SUSPECTED 

UNEXPECTED 
Causality between event and IMP

SERIOUS 

Causality between event and IMP

«reasonable causal relationship»

ADVERSE 

REACTION



SUSAR = 

SUSPECTED • it results in death
• it is life-threatening

UNEXPECTED

• it is life threatening
• it requires hospitalisation or prolongation 
of existing hospitalisation
• it results in persistent or significant 

SERIOUS 

 it results in persistent or significant 
disability or incapacity
• it is a congenital anomaly or birth defect

ADVERSE 

An important medical event is also 
‘serious’ if it jeopardises the clinical trial 
participant or requires an intervention to 

REACTION

prevent a serious outcome



SUSAR = 

SUSPECTED 

UNEXPECTED 
Adverse reactions should be considered as 

unexpected if the nature OR severity 
f h i ( ) i i i h h

SERIOUS 

of the reaction(s) is not consistent with the 
reference information for the IMP.

ADVERSE 

REACTION



How to Handle ‐ SUSARs

 Assess AE for 
 seriousness
 causality
 expectedness

 If serious suspected causally related and NOT expected If serious, suspected causally related and NOT expected 
SUSAR

 Expedited reporting to MHRA / MREC / SponsorExpedited reporting to MHRA / MREC / Sponsor
 fatal or life threatening = 7 days, follow‐up in 8 days
 other = 15 days
 Report even if occurred outside the MS



SUSARs ‐What to reportp

Initial expedited reports must contain:

 A suspected investigational medicinal product
 An identifiable subject

 initials, sex, age, date of birth, trial number
 An adverse event assessed as serious and unexpected and a reasonable 

suspected causal relationshipp p
 An identifiable reporting source

 Health care professional to report to regulatory authority
 Clinical trial identification

 EudraCT number
 Unique Sponsor’s ID number Unique Sponsor s ID number

 Treatment assignment after unblinding and validation (or not) of the 
suspected causes



Data Elements for SUSAR Report
 Age 
 Sex

M di l Hi t Medical History
 Daily dose of suspected medicinal product and regimen
 Start date
 End date
 Duration
 Indications for which suspect medicinal product was prescribedp p p
 Starting date of onset of reactions (or time to onset)
 Dechallenge
 Rechallenge Rechallenge
 Causal relationship assessment
 Concomitant Drugs listed
 Concomitant  Start date
 Concomitant  End date



SUSAR Additional Information (Follow‐up)

 If serious, criterion or criteria for regarding the case as 
iserious

 Full description of reactions
 Patient outcome (at case level and when possible at event Patient outcome (at case level and when possible at event 
level)

 For a fatal outcome cause of death and a comment on its For a fatal outcome, cause of death and a comment on its 
possible relationship to the suspected reactions
 Any autopsy or post mortem findings

 Other relevant aetiological factors
 Stopping date and time or duration of treatment
 Specific tests and/or treatment required and their results



Special situations

 Pregnancy or impregnation 
 Follow up to birth

 Lack of efficacy
 Not normally reported but can be discussed in 
periodic safety update report

 Overdose / abuse / Misuse
 Pharma companies should provide guidance



FDA: Sept 2010FDA: Sept 2010
 Guidance for Industry And Investigators: Guidance for Industry And Investigators:
 Safety Reporting Requirements for INDs and BA/BE 
StudiesStudies

 New Regulations
 21 CFR 312 IND Safety Reporting 21 CFR 312  IND Safety Reporting
 21 CFR 320 BA/BE Studies

 Refers to Drugs and Biologicals Refers to Drugs and Biologicals
 Closer alignment to ICH/EMA requirements



SUSARSSUSARS
 For the first time FDA recognizes SUSARs For the first time FDA recognizes SUSARs 
 Three criteria
 Suspected adverse reaction Suspected adverse reaction
 Serious
 Unexpected Unexpected

 Expedited IND safety report



2. New EU safety rules – impact on CTs:
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3. New EU safety rules – impact on y p
CTs: DSUR reporting

Format
 Reference ICH E2F, DSUR (previous ASR)
 To be prepared after first authorization of a clinical 

trial in Europe 
Reference Safety InformationReference Safety Information

 RSI applicable at the start of reporting periods and 
to be attached in appendix

 RSI serves as reference during reporting period
RSI changes/updates

 Substantial amendment to LEC and CA  Substantial amendment to LEC and CA 
 Alignment of DSUR, Investigator’s Brochure and/or 

RSI update = alignment reporting period and 
f dreference documents.



DSUR reporting (2)DSUR reporting (2)

Content Content 

 Listing all SUSARs (yearly basis) and Safety Summary

 To LEC and CA    To LEC and CA.  

Start of DSUR submission to CA

 After first authorization by CA of a clinical trial with this IMP  After first authorization by CA of a clinical trial with this IMP 
 Most recent DSUR to submit with initial CTA dossier, if 

study start in a MS is later than first authorizations udy s a a S s a e a s au o a o
 Line listing unblinded SUSARs to fill possible gap?

End of reporting d o epo t g

 Until LVLP in a MS = End of exposure

 Or until End of Trial criteria as specified in the protocolOr until End of Trial criteria as specified in the protocol



DSUR reporting (3)DSUR reporting (3)

 No DSUR required for trials < 1 year

Th  Cli i l T i l R t (CSR)    t f th   The Clinical Trial Report (CSR), as a part of the 
End of Trial notification, will serve as DSUR in 
this case 

CS f h O f CSR is not a part of the EOT notification 
 CSR issued max. 1 year later after worldwide EOT
 No local EOT, only worldwide EOT, y

 Recommended to submit DSUR if more short 
studies < 1 year with same IMP studies < 1 year with same IMP 
 Recommendation or obligation ?
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4. New EU safety rules – impact on CTs:





















ConclusionConclusion

New focus in PhV –New focus in PhV 
continuous Risk 
management,g ,

Goal is to maximize benefits 
and minimize risks of the 
products,

Safety does not mean 
Risk Free
Safe = the predicted risk is 

bl i threasonable given the 
expected benefits



There was something a little different 
about this one so it seemed better to be 
safe and sure. Dr. Frances Oldham 
Kelsey on blocking Thalidomide s U.S. 
drug approval

... [C]an we learn from this lesson; or can 
mankind educate itself only by disaster 
and tragedy? Sen. Paul Douglas on 
Kefauver-Harris Amendments to the 
Food and Drug laws, Aug. 8, 1962


