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Adverse drug reaction reporting —1996

More than 4000 spont aneous case reports in Canada were submtted
to the Canadi an Adverse Drug Reaction Monitoring Program ( CADRVP)
in 1996. These reports were received froma variety of sources
(Fig. 1). Most of the reports were fromdrug manufacturers, which
are under regulatory obligation to systematically forward certain
reports that conme to their attention. A significant nunber of the
reports also came fromthe 4 regional ADR centres affiliated with
the CADRVMP. Two of their objectives are to increase awareness and
participation in ADR reporting in their respective regions. O her
i nportant sources of reports were hospitals, many of which have
prograns in place for identifying and reporting ADRs, and
physi ci ans, pharnmaci sts and others who reported directly to the
CADRMP.

I n nost cases, the people who initiate the reports are
heal t h professionals (physicians, pharmacists, nurses, dentists,
coroners and ot hers) who suspect that a drug has played a role in
t he adverse reaction and who voluntarily conplete an ADR
reporting formand forward it directly to the CADRMP or
indirectly through one of the other sources. The CADRMP woul d

like to thank all of you for your inportant contribution to
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nmonitoring the safety of drugs in Canada and to encourage you to
continue your efforts.

This article is under the responsibility of: Claire-Marie Wray, PhD, Bureau of Drug Surveillance
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Fig. 1. Source of reports of adverse drug reactions (ADRs) in Canada in
1996. Wnfr = drug manufacturers, RC = regional ADR centres, Hosp =
hospitals, Comm = pharnmaci sts and physicians in the community, and O her
= professional associations, nursing hones, Health Protection Branch

regi onal inspectors, coroners, nurses, dentists and others.

Potenti al abuse of butorphanol nasal spray

Si nce Novenber 1994 the CADRWP has received 48 reports of ADRs
associated wth the adm nistration of butorphanol tartrate nasal
spray (Stadol NS™) . The CADRMP revi ewed 15 reports that

i ndi cat ed suspected drug-seeki ng behavi our, drug abuse or

addi cti on.



The age of the patients (9 wonen, 3 nen, 3 sex not
specified) ranged from 22 to 51 years (age was unknown in 6
cases). The reasons for use were stated as m graine and m graine
headache (8 cases), headache (2 cases), and cluster headaches and
intractable mgraine (1 case); a reason was not docunented in 4
cases.

I nformation on the total nunber of bottles used, the
duration of therapy and any other significant comments in the
reports is provided in Table 1. Significant findings fromthese
reports include the receipt by 1 patient of 257 bottles of the
nasal spray over 9 nonths and the receipt by 4 patients of
prescriptions from2 or nore practitioners. One of the 4 patients
recei ved prescriptions from 34 practitioners and had themfilled
at 23 different pharmacies. In addition, 4 patients had been or
were currently using opioid nedications such as drugs contai ni ng
codei ne or oxycodone or neperidine, 2 had a history of opioid
abuse, and 1 had a history of al cohol abuse.

In addition to these 15 abuse-related ADR reports, the
Bureau of Drug Surveillance received 41 Psychoactive Drug
Loss/ Theft/ Forgery reports indicating that, from February 1995 to
May 1996, 2 units of butorphanol nasal spray were lost, 11 were
obt ai ned by forged prescriptions, and 53 were stolen (48 by break
and entry on different occasions and 5 by armed robbery).

Furthernmore, in January 1997 butorphanol nasal spray was
added to one province's Prescription Practice Program This
program nonitors prescriptions filled by pharmacists to screen
for such anomalies as abuse, nultiple prescribers and

prescription forgeries.



Al t hough but or phanol nasal spray nay have a | ower abuse
potential than norphine, reports suggestive of possible abuse are
mentioned in the precautions section of the current product
nmonogr aph. The section also states that special care should be
exercised in adm ni stering butorphanol to enotionally unstable
patients and to patients with a history of drug m suse.

The CADRWMP would like to remnd health practitioners of its
interest in receiving any report on abuse-related reactions. This
information contributes to the determ nation of the relative
potential for abuse of any drug. Furthernore, drug abuse or
dependence is considered a serious ADR because it can be life-
threatening or may result in persistent or significant

di sability.

Addi tional information on butorphanol nasal spray

But or phanol nasal spray (Stadol NS™ is a controlled drug
under Schedul e G of the Food and Drugs Act and was approved for
marketing in Canada in July 1994. It is indicated for the relief
of noderate to severe acute pain. As stated in the product
nmonogr aph, butorphanol acts as an agoni st at kappa-opioid
receptors and a m xed agoni st-antagoni st at mu-opioid receptors
in the central nervous systemto alter the perception of pain.
Al t hough, as a class, the m xed agoni st-antagoni st opioid
anal gesi cs have a much | ower abuse potential than norphine, al
such drugs have been reported to be abused.

The anal gesi c potency of butorphanol is about 4 to 8 tines
that of norphine, 30 to 40 tinmes that of neperidine and 16 to 24

times that of pentazocine.<1> The onset of action and the
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system c bioavailability of butorphanol adm nistered intranasally

are simlar to those achi eved foll ow ng parenteral

adm ni stration.

Tabl e 1:
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Details of 15 abuse-rel ated adverse reactions to
but or phanol nasal spray
Dur ati on
Agel/ sex of therapy No. of bottles used* Addi tional comrents in report
30/ F 20 d 23 Pati ent conplained that 1 bottle contained water
44/ F 4 no 83 Prescriptions from 2 doctors; dependence
probl ens
22/ F 4% no 24 Prescriptions from several doctors; renewed every
few days
NS+/ F 6 m 105 Prescriptions from 34 doctors; filled at
23 phar maci es
NS/ M 7 mo 80 Conconi tant use of drugs containi ng codei ne or
oxycodone; patient requested repl acenent of
6 bottles, negotiated the number of refills and
reported problems with the seal and punp
mechani sm
42/ F 8 no NS; use listed as Hi story of simlar use of drugs containing codeine
"out of control™ patient admitted to hospital for 11 d for withdrawal
30/ F 9 no 257
51/ M I yr 1 every 1-2 wk Conconi tant use of drugs containi ng codei ne
patient clained | ack of effect of butorphanol
patient requested replacenent of 2 bottles
NS/ NS >1 yr > 2 per wk
NS/ M NS 115
33/ F NS Peak use: 1 bottle Use escal ated quickly
or 10 doses daily
Late 40s/F NS NS; drug used every Patient clained that bottle was underfilled
day physi ci an doubts authenticity of patient's claim
and believes that patient abuses butorphano
28/ F NS NS Patient clained that bottle had been diluted and
requested replacenent; nanme is on a pharmacists
network alert list of narcotic abusers; history of use
of neperidine and a drug containi ng codei ne
NS/ NS NS 2 per wk Primary drug of abuse was an opioid
NS/ NS NS 3 per wk Prescriptions fromdifferent doctors; history of

15

*One 2.5 nL bottle provides 14-15 intranasal doses of
TNS = not stated.

al cohol abuse

my each

This article is under the responsibility of: Pascale Springuel, BPharm, Bureau of Drug Surveillance
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Am nogl ycosi de ear drops and ototoxicity
Ootoxic effects are well-docunented, clinically inportant side effects
of parenteral am noglycoside use.<1> However, not as well docunented are
ototoxic effects fromtopical am noglycoside use.<2> Although
am nogl ycosi de ear drops are generally considered safe when used in the
presence of an intact tynpani c nenbrane, controversy exists in the
literature as to their safety in the presence of a nenbrane defect.<2-4>

Ear drops may pass into the mddle ear through a perforation in the
t ynpani ¢ nmenbrane and reach the inner ear through the round w ndow
menbrane. The resulting ototoxicity is in the formof cochl ear damage
(tinnitus and hearing | oss) or vestibular damage (vertigo and | oss of
bal ance), or both. The onset is variable. Ootoxicity may appear rapidly
Wi th short-term exposure, slowy during adm nistration or sone tinme after
t herapy has stopped. It begins with tinnitus (nost often a high-pitched
ringing) and progresses to high-tone sensorineural hearing |oss and
vesti bul ar dysfunction, which may only be detected by special tests
(audi ogr aphy, speech tests and el ectronystagnography with air caloric).
Because of the insidious nature of these effects and the m nima
synptons, significant functional hearing and vestibular | oss may occur
before ototoxicity is detected.

The CADRMP has received 7 reports in which the use of Garasone™
ear drops (gentam cin sulfate and bet anet hasone sodi um phosphate) in the
presence of tynpanic-nenbrane perforation resulted in ototoxicity. A

summary of the cases foll ows:
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The average age of the patients was 50 (range 32-66) years; 4 were
wonen and 3 were nen.
Tynpani c- menbr ane defects were due to an accidental perforation (1
case), chronic ear problens (4), and bilateral nyringotony and tube
insertion (2).
Al'l patients were prescribed Garasone™ drops to treat m ddl e-ear
di sorders with or without otorrhea. Sone were al so prescribed oral
antibiotic therapy (those specified were cefaclor, cefixineg,
ci profl oxacin and anoxicillin-clavul anate). The ear drops were used
for 10 days to 4 nonths, and in 1 case of chronic ear discharge
they were used intermttently for 2 years.
Conpl ai nts were of inbalance, vertigo, ataxia, oscillopsia (visual
blurring with head novenent), tinnitus and hearing | oss.
Subsequent investigations (vestibular testing and audi onetry)
confirmed the absence or reduction of vestibular function as well
as hi gh-frequency sensorineural hearing loss in all cases
(bilateral in 5 cases, unilateral in 2).
Al patients were severely affected by the ototoxicity and sone
were incapacitated. The drops were stopped. At the tine of
reporting, there was no inprovenent in their synptons. No ot her
identifiable causes have been found that would explain their
st at us.
In all the cases the reporter felt that the adverse events were

related to the ear drops.



Al t hough the CADRMP has not received reports of simlar ADRs for
ot her am nogl ycoside otic preparations, all am noglycosi des are capabl e
of affecting both cochlear and vestibul ar function.<1> Sone preferenti al
toxicity is evident. O the am nogl ycosides commonly found in ear drops
(gentam cin, neonycin and franycetin) neonycin and franycetin primrily
affect auditory function, and gentamcin primarily affects vestibul ar
function. In the absence of hearing | oss, the vestibular toxicity of
gentamcin is often mssed or is assuned to be inadvertently due to
| abyrinthitis. <4, 5>

Despite the w despread use of am nogl ycosi de ear drops, ototoxicity
in the presence of tynpanic-nmenbrane defects appears to occur in a snal
percent age of patients.<3,4> However, its incidence and preval ence may be
hi gher than reported because of the difficulty in distinguishing between
the natural course of the disease and the drug's toxicity. Because
hearing | oss and vestibul ar paral ysis are pernmanent in nost cases,
enphasi s nust be placed on prevention. In nost of the cases summarized in
this article, hearing | oss occurred after prolonged use of the ear drops
in the presence of tubes or tynpani c-nenbrane perforation. The foll ow ng
precautions in the treatnment of ear infections in such situations have

been suggested: <2, 4, 5>

. The drops should be used for the shortest duration possible.

. I nstruct the patient precisely regarding the dosage and duration of
t her apy.

. Have the patient apply the drops onto a carrier nmediumsuch as a

gauze strip.
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Advi se the patient to stop the treatnent as soon as the discharge
subsi des.
Advi se the patient to stop the treatnent if hearing | oss, tinnitus,
vertigo or inbalance i s noted.
Reassess the need for ear drops 5-7 days after the start of
treat nent.

For patients with tynpani c nenbrane defects, the risks of using

am nogl ycoside otic preparations should be wei ghed carefully agai nst the

benefits.

This article is under the responsibility of: Amal Hélal, BSc Phm, Bureau of Drug Surveillance
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Spont aneous reporting of suspected adverse drug reactions (ADRs) is a
critical ongoing source of drug-safety information. Thus, we encourage
health professionals to report any suspected ADRs to one of the foll ow ng

addr esses:

British Col unbi a

BC Regi onal ADR Centre

c/o BC Drug and Poi son Information Centre
1081 Burrard St.

Vancouver BC V6Z 1Y6

fax: 604 631-5262; tel: 604 631-5625

Saskat chewan



Sask ADR Regi onal Centre

D al Access Drug Information Service
Col | ege of Pharmacy and Nutrition
Uni versity of Saskat chewan

Saskat oon SK S7N 5C9

fax: 306 966-6377;tel : 306 966-6340 or 800 667-3425

Quebec

Quebec Regi onal ADR Centre

Centre d'information pharnaceuti que
Hopital du Sacré Coeur de Montr éal
5400, boul. Gouin ouest

Montréal QC H4J |1 C5

fax: 514 338-3670; tel: 514 338-2961 or

338-2161 (collect calls accepted)

Nova Scotia, New Brunsw ck,

Newf oundl and and Prince Edward | sl and

Atl antic Regional ADR Centre

Queen Elizabeth Il Health Sciences Centre
New Halifax Infirmary Buil di ng

Level 200, Drug Information Centre

1796 Sumrer St.

Hal i fax NS B3H 3A7

fax: 902 473-8612; tel: 902 473-7171

12
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O her provinces and the territories
Adverse Drug Reaction Reporting Unit
Cont i nui ng Assessnent Division
Bureau of Drug Surveillance
Drugs Directorate
AL 4103B1
Otawa ON K1A 1B9

fax 613 957-0335; tel 613 957-0337



Pl ease Note: A voluntary reporting systemthrives on intuition, |atera
t hi nki ng and openm ndedness. Eor these reasons, nost adverse drug
reactions (ADRs) can be considered only to be suspicions, for which a
proven causal associ ation has not been established. Because there is
gross underreporting of ADRs and because a definite causal association
cannot be determned, this information cannot be used to estimate the

i nci dence of adverse reactions.

ADRs are neverthel ess inval uable as a source of potential new and

undocunent ed si gnal s.
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