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Dear
Response to your request for official information

Thank you for your request of 13 July 2015 under the Official Information Act 1982
(the Act) for
‘How many New Zealanders reported suspected adberse reactions to the HPV
Vaccine?
If you're providing a number of years please provide a breakdown for 2014, 2013,
2013, 2011,
How many of those reports were considered serious?
Did any of those reporters leave a patient disabled?
Did any of those reports leave a person dead?
What are the descriptions of the suspected reactions?
How many were reported by medical staff and how many by members of the
public?”

The information relating to this request is itemised below, with copies of documents
attached. Some of the information you request is already in the public domain. This
information is available at.

e Suspected Medicine Adverse Reactions Search (SMARS):
www.medsafe.govt.nz/projects/B1/ADRDisclaimer.asp.

» Adverse event information on vaccines provided to the Health Select
Committee: www.medsafe.govt.nz/Consumers/Safety-of-
Medicines/Health%20Select%20Committee %20Vaccines.pdf.

* OIA release: www.medsafe.govt.nz/Consumers/Safety-of-
Medicines/Gardasil%2001A%20Request.pdf.

Please note that information from spontaneous reports needs to be interpreted with
caution. Further information on interpreting spontaneous reports can be found on the
Medsafe website (see website addresses above).

Spontaneous reports are case reports of suspected adverse reactions that people
have experienced after exposure to a medicine. They are a simple method of
identifying possible safety signals with medicines. Other sources of information are
used to confirm or refute a safety signal.

www.medsafe.govt.nz




There are a number of limitations of spontaneous reporting systems including:
e under-reporting

lack of information on number of people exposed to the medicine

wide differences in the amount of information provided

subject to stimulated reporting due to media scare stories

poor at detecting reactions that occur a long time after exposure to a

medicine.
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In New Zealand, the collection of reports of adverse reactions is contracted to the
Centre for Adverse Reactions Monitoring (CARM) by the Ministry of Health, Medsafe.
CARM enter these reports into their database, determine whether these reports are
serious and analyse the association between the medicine and reported event(s).

CARM consider a report to be serious based on the following internationally agreed
criteria:
» hospitalisation (or prolonged hospitalisation) of the patient
life threatening event
persisting disability of the patient
intervention required to prevent permanent impairment
congenital anomaly
death of the patient.

Since a report is defined as serious based on what is reported about a patient, it is
possible to have both serious and non-serious reports describing the same event
term. For example, a report where a patient was hospitalised with nausea and
vomiting would be defined as serious and a report where a patient experienced
nausea and vomiting but was not hospitalised would be defined as not serious. The
report is categorised for seriousness whether or not CARM believe that there is a
relationship between the medicine and event.

CARM analyse the association between the medicine and reported events using the
World Health Organization causality assessment criteria. A copy is attached for your
information.

If CARM identify a safety signal from these spontaneous reports they notify Medsafe
and the Medicines Adverse Reactions Committee (MARC). Further review and
investigation is then undertaken to determine whether the signal is real and if any
action is required to manage the safety of the medicine. Safety signals, including one
of photophobia (sensitivity to light), with or without headache, and one of
hypoaesthesia (reduced sensation to touch) were identified from reports made to
CARM. At the time of the review there was no evidence of an association with the
HPV vaccine.

Medsafe is the medicines regulator for New Zealand. Medsafe monitors the safety
of all approved medicines in use in New Zealand. The collection of spontaneous
reports by CARM is only one of these monitoring methods. Other sources of
information include other regulators, the scientific literature and the pharmaceutical
companies.



When Medsafe determines that there is a new safety concern with a medicine action
is taken to manage the risk of harm to patients. These actions can include:
* updating the product information (data sheet)
changing the classification of a medicine

suspending the use of a medicine
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» withdrawing the consent to distribute the medicine

e communicating to healthcare professionals and consumers.

Medsafe communicates medicine safety concerns to healthcare professionals
through Prescriber Update. This drug safety bulletin is sent to healthcare
professionals four times a year and is published on the Medsafe website
(www.medsafe.govt.nz/publications/prescriber-update.asp). In addition Medsafe

communicates with healthcare professionals and consumers through the Early
Warning System. These communications are sent to email subscribers and
published on the Medsafe website (www.medsafe.govt.nz/safety/EWS/EWS.asp).

Request

Response

How many New Zealanders reported
suspected adverse reactions fo the HPV
Vaccine?

If you're providing a number of years
please provide a breakdown for 2014,
2013, 2013, 2011

Attached is:

Atable ‘Frequency of HPV reports per
year to June 2015 showing the number
of reports received per year. CARM
receives approximately 4,000 total
reports per year. More than one report
may be submitted by an individual
therefore the number of New Zealanders
who reported suspected adverse
reactions to HPV vaccines may be less.

How many of those reports were
considered serious?

Of the 568 reports received between 1
Jan 2007 and 30 June 2015, CARM
considered 41 of the reports to be
serious.

Did any of those reporters leave a patient
disabled?

CARM state that there are no cases
where the report indicates that a patient
has been left disabled.

There were 174 cases where the patient
had not yet recovered at the time the
report was made.

Did any of those reports leave a person
dead?

CARM state that there are four cases
where a death was reported. CARM
considered that it was unlikely that the
deaths were caused by HPV vaccination
in these cases.

Case 1 was a sudden death 6 months
after the third vaccination investigated by
the coroner. CARM is awaiting the
coroner’s decision on the cause of death.
Case 2 was a report of suicide.

Case 3 was a sudden death. The
pathologist was investigating the




possibility of a hereditary cardiac
conduction problem.

Case 4 was a medication error. Gardasil
was administered to a baby. The baby
died two years after the error.

What are the descriptions of the
suspected reactions?

Attached is:

Atable ‘Frequency of HPV reports to 30
June 2015 . The first column on the left
displays the System Organ Class, the
second column displays the
reaction/event term reported, the next
five columns displays the number of
reports for each reaction term in the
different causality categories. The
causality categories relate to the WHO
causality assessment system. Category
1 is certain, 2 is probable/likely, 3 is
possible, 4 is unlikely and 5 is
unclassified/ unclassifiable.

This information is also published on the
Medsafe website (see website addresses
provided above).

How many were reported by medical
staff and how many by members of the
public?

CARM state that 277 reports were made
by medical staff and 8 reports by the
public. Other reports are sent for
example by pharmaceutical companies.
For some reports CARM has been
unable to clearly identify the reporter

type.

| trust this information fulfils your request.

Yours sincerely

Acting Group Manager
Medsafe
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The use of the WHO-UMC system
for standardised case causality assessment

Why causality assessment?

An inherent problem in pharmacovigilance is that most case reports concern suspected
adverse drug reactions. Adverse reactions are rarely specific for the drug, diagnostic tests
are usually absent and a rechallenge is rarely ethically justified. In practice few adverse

reactions are ‘certain’ or ‘unlikely’; most are somewhere in between these extremes, i.e.
‘possible’ or ‘probable’. In an attempt to solve this problem many systems have bcen
developed for a structured and harmonised assessment of cau‘;a].\ty (iy. None of thc<c
systems, however, have been shown to produce a precise and rclnble qummtauvc
estimation of relationship likelihood. Nevertheless, causahry assessment has become a
comimon routine procedure in pharmacovigilance. The adv;mces and hnfutauons of

causality assessment are reviewed in Table

Table 1. Advances and limitations of standardised (yz\f:{\qiz‘r‘.r()i/?f}--%'z.r:e.r:mw:f" %
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What causality assessment can do

~|:What causality assessment cannot do

Decrease disagreenient between assessors. 0

. (-:(\ e ACLLll{gllb qud:ltltarl\'t measurement of

LEl'lthﬂSth hkt:hhood

Classify relationship likelihood

Dzsu_ngmsh_ walid from invalid cases

Mark individual case reports /.~

Prave'the connection between drug and event

Improvement of scientific eva\lu\'mon)
educational SN2 NS

i Qg\ﬁnufy\fhc contribution of a drug to the

-development of an adverse event

(e

% Clmngc uncertainty into certainty

The WHO- UMC causahty assessment system

The WHO- UMC S}'thm has bcan deve]opcd in consultation with the National Centres
participating in thc Progmmme for Tntemauoml Drug Monitoring and is meant as a
practical tool for the assessment of case reports. It is basically a combined assessment
takmg\mto account, the ghmc*tl plmrmacologlcﬂ aspects of the case history and the quality
of* thé documcntauon of the observation. Since pharmacovigilance is particularly concerned
with the detecdon of prﬂ\nown and unexpected adverse reactions, other criteria such as

previous Lnowledge, and statistical chance play a less prominent role in the system. It is
1ec0gmsed that the semantics of the definitions are critical and that individual judgements
may ﬂ1¢refore differ. There are other algorithms that are either very complex or too

spcuﬁcxfor general use. This method gives guidance to the general arguments which should

be u\sec\i ‘to select one category over another.

The various causality categories are listed in Table 2. The assessment criteria of the various
categories are shown in a point-wise way, as has been developed for practical training

during the UMC Training courses.
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and later on resumed), unless the evidence in the report is already convincing without a re-
exposure.

For Probable’, on the other hand, a rechallenge is not required. To qualify as ‘Certain’ the
interval between the start of the drug and the onset of the event must be ‘plausible’; this
means that there is in sufficient detail a positive argument in support of the view that the
drug is causally involved, pharmacologically or pathologically. For ‘Probable’ the time
relationship should be ‘reasonable’; this is a more neutral term covering everything that is
not unreasonable. Also, with regard to the second criterion, ‘alternative causes’, the
wording is different in ‘Probable’. For ‘Certain’ the occurrence of the event cannot be -
explained by any disease the patient is known to have or any other"a%ug fakén. For ((
Probable’, on the other hand, the event is ‘unlikely’ to be '1tt1ib’ﬁ‘t:ib1‘c‘t‘o ahother\causi:f =
Also the dechallenge situations (i.e. what happened after stopping) are different. In 4
‘Certain’ case report, the course of events constitutes a pos;twc argumcnt i favour of
holding the suspected drug responsible, in pharmacologica[ or patho]oglcal respects
whereas in a ‘Probable’ case it is sufficient if it is chmca’l]y reflsonabl‘ (1 e, pot
unreasonable). '\‘._‘Kf .' \ \

N AN N

The essential distinctions between ‘Prob'algle and ‘Possﬂ:ale are tl‘mt in the latter case there
may be another equally likely e\plmmuon fo1 the event\\and/or thére is no information or
uncertainty with regard to what has happcned afrer slop}gm

za)
The criteria that may rc_nder the cos‘mccuon Uﬂlﬂ\fdy are ﬂrst.ly the time relationship is
improbable (with the Lnow edgc at the tmie), and ot another explanation is more likely.
The term ‘Unchsnﬁed/Condmonal’ 15 of'i pre].munuy nature and is appropriate when, for
a proper asscs:mm{t thereis more data :'Jct:ded and such data are being sought, or are
already under e\ammatlon I‘*mﬂlly \vhcn the information in a report is incomplete or
contmd{ctory and\c;annot be complcmented or verified, the verdict 1s ‘Unclassifiable’.

Smce by fap the most fx:eclucnt categories in case reports are ‘Possible’ and ‘Probable’, the
usual apprmch o usmg the system is to choose one of these categories (depending on the
impression of the '155cssor) and to test if the various criteria fit with the content of the case
report. If thc 1cports/eems stronger one can go one step ‘higher’ (e.g, from ‘Possible’ to
'Probablé) ff ‘the’evidence seems weaker one should try a lower’ category. To see if that
C'ttego\yds thc~r1ght one or if it does again not seem to fit, the next adjacent term is tried.
ILél dgué d1ug interactions the WHO-UMC system can be used by assessing the actor drug,
which influences the kinetics o dynamics of the other drug (which has usually been taken
over a longer period), in the medical context of the patient.
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Summary description of Causality Assessment

Term

Description

Comment

Certian

A clinical event, including
laboratory test abnormality,
occurring in a plausible time
relationship to drug
administration, and which
cannot be explained by
concurrent disease or other
drugs or chemicals. The
response to withdrawal of the
drug (dechallenge) should be
clinically plausible. The event
must be definitive
pharmacologically or
phenomenologically, using a- -
satisfactory rechallenge
procedure if necessary. :

>

It is recognized that this stringent definition
will lead to very few reports meeting the
criteria, but this is useful because of the y
special value of such'réports. It is con5|dered
that time relationships between drug (
administration and the onset and course of
the adverse event dre important in causalaty
analysis. So-also is the consideration of
confounding features, but due wenght must
placed on the known pharmacologlcai and
other c\naractenstics of the drug product
bE‘Jng con5|dered Sumetumes the clinical
phenomena dESCFIfJéd will 2 2ls6 be suffi iciently
specnﬁc to allow a confident causality

W Ja,ssessmeru: in‘the absence of confounding

features and with appropnate time
rela{qonsh!ps ‘e.g.-penicillin anaphylaxis.

Probable/ Likely

N\

|~_disease or other d(ugs or
1|\ chemiicals, and which foliows
@ clifically reasonable ™~
;espunse on wuthdrawal

” (dechallenge): Rechailenge

A clinical event, mcludmgj

Iaboratory test abnormahty, y
with a ;gasconabge,tlme {4
sequence to-administration of. B
the-drugy Unlikely to be (B
Attributed to concurrent Dl

/‘.

information is not required to
fulF | thss definition.

\ \ \

(This eﬁnrtlon has less stringent wording than
Jfor.“cértain” and does not necessitate prior

) }knowledge of drug characteristics or clinical
- adverse reaction phenomena. As stated no
-rechallenge information is needed, but
confounding drug administration underlying
disease must be absent.

Possible ”

.| \'"f\cllnlcal event, including

Aith a reasonable time
~“sequence to administration of

N
\

!aboratory test abnormality,

the drug, but which could also
be explained by concurrent
disease or other drugs or
chemicals. Information on
drug withdrawal may be
lacking or unclear.

This is the definition to be used when drug
causality is one of other possible causes for
the described clinical event.

Unlikely

A clinical event, including
laboratory test abnormality,
with a temporal relationship to
drug administration which
makes a causal relationship
improbable, and in which
other drugs, chemicals or

This definition is intended to be used when
the exclusion of drug causality of a clinical
event seems most plausible.




Frequency of HPV reports per year to June 2015
The FREQ Procedure

Cumulative Cumulative

years Frequency Percent Frequency Percent
2007 5 0.88 5 0.88
2008 20 3.52 25 4.40
2009 211 37.15 236 41.55
2010 118 20.77 354 62,32
2011 50 8.80 404 71,138
2012 37 6.51 441 77.64
2013 43 7.57 484 85.21
2014 51 8.98 535 94.19

2015 33 5.81 568 100.00




Frequency of HPV reports to 30 June 2015
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Frequency of HPV reports to 30 June 2015
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