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Flealth FAX (727) 461-4359
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MossRehak Mr. Peasley,

Willowerest

Willow Yerrace Thank you for the opportinity ta be of service during your investigation of the
death of Laura Bowdoin, ] have FAXed 10 your office my three page teport on,
zolpidem (Ambien®), I have trled to work as quickly as possible 10 prepare the
report, It is complete and extensively reterenced as per my understanding of tho
assignment. If this report is not what you had jn mind when we discussed the
assigtment Jast week, please let me know and I will make every cffort to satisfy
the needs of yout invastigation.

Please remit $500, as agreed, (o the following address: Geyald F. O'Malley, 880
Weikel Road, Lensdule, PA 198446 for services rendered,

AT

R .
Corgially,

1l

Ggsald F, O'Malled RO

vavw glnstel,egu 5501 Qid Yark Roud « Philatelphly, PA 19141 » thang 2)5-456-5038 « Fox 215.056.-8502
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niribution uf Zolpidemn to th of Lawra Bowgdoin

Zolpidem is a sedative hypnotie medication approved by the FDA in December 1992 for
the tréatment of ingomaia. Since itg Introduction to the market, 2olpidem has become the
most widely prescribed sleep aid in the United States.! Over 25,000,000 preseriptions for
Zolpidem were written in 20067 apd Tany moie are expected to be written in the Tutuce
since the drug was approyved for generic formulation in April 2007° and overall use of
zolpidem has increased 15% from December 1 2004 — Novembor 30™ 2007.* Given the
tremendous use of the drug, ihe expectation is that some people will abuse zolpidem for a
variety of reasons; some aceidental and some intentional. What is remarkable s tha,
given the widespread availability and utilization of zolpidem it remains a very safe drug,
even in overdose. Given the number of peseriptions written there ate very fow cases of
death or serious morbidity associated with zolpidem (see Table 1).*

Table 1. Adverse Event Repotts since Marlet Approval of Ambien® (zolpidein)
December 16, 1992 - November 30" 2007

Crude counts* All Reports Serious Death
Unknown Age 1810 (1693) 885 (769) 98 (86)
Pediatrics (0-16) 134 (77) 107 (57) 15(11)
Advlts (>17) 4872 (3270) 383] (2346) 697 (591)
All ages 6816 (5040) | 4823 (3172) 810 (688)

“Includes duplicetes and unknown agay
**Serious AEs per regulatory definiflon (CER 314.80) iuclude death, lifechreatening,

hospitalization (initial ar prolonged), disabllity & congenital

In Europesn postmarketing surveillance of overdose with zolpidem alone, most adverse
ovents roports describe impairment of consciouspess renging froin sommolence to light
coma, There was one case each of cardiovascular and respiratory comproniise,
Individuals have fully recovered from zolpldem tartrate overdoses up to 400 mg (40
times the maximwm recommended dose). Overdose cases involvin g multiple CNS-
deprossant agents, including zolpidem, have resnlted in more sevele symptomatology,

including fatal outcomes.*

The cases of zolpidem overdose that have resulted in death and published in the medical
literature are rare. Most of the cases described in the medical and forensics literature have
reported postmortem zolpidem levels in the range of | fo 4 mg/L (ses Table ) il

Table 2. Summury of Deaths Associated with Zolpidem Reported in the Medioa) and
Forensics Literature

Reference Number | Quteome | Zolpidem Leval Co~Ingostants
of Cages
Traqui 1993 1 Death 3.20mp/L, (biood) Acepramazine2 Amg/l.
Khodaseviteh 1996 | | Death 0.8mg/L (blood) Ethanol 240mg/dL,
Deveauyx 1998 ! Doath 0.9mg/L (bloai) Ethanol 250mg/dl
Bronstein 2007 ! Doath 0.33mg/L. (blood) | Qxycodone, tramadol,
J ctodolae, ihuprofen
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Bronstain 2007 1 Death 0.1mg/L (blood) Oxycodone,
dcetaminophen / tramado)
Bronstein 2007 1 Death 0.6rg/L.{blood) Tramadol, meperidine,
sertralie
Bronsteln 2007 1 Death 0. Img/L{blood) Oxycodono, dinzepam,
antihistamine/decongestant,
napraxen, sampheotamine
Bronstein 2007 I Death 0. limg/1.(blpod) Hydroeodone, tramadol,
lisinopril, mirtazapine,
meprobamate
Bronstein 2007 1 Death 8.4mp/L. (blood) Acetaminophen /
diphenhydramine,
nlprazolam, risperidone,
fluvoxamine

| Bronatsin 2007 1 Death 0.6myy/L (blood) Methadone
Bronstoin 2007 11 Death 0.58mg/L (serum) | Awitriptyline, nortriptyline
Bronsteln 2007 1 Deatl) 2.4mg/L (blood) Promethazine
Bronstein 2007 ] Death | 0.021mg/L (blood) | Quetiapine, ethanol
Bronstein 2007 1 Death 1.9mg/LL (blood) Acotaminaphen /
hydrocodone,
propoxyphene, codeine
Baselt 2004 i Death Avg2.8mg/L At least ong (caffeine,
‘ (blood) rlsperidone,
(range 1.1~ carbamszopine, naproxen)
43mp/L)
Baselt 1996 1 Dieath 4.3mp/L (heart) None
Lichtenwalner 1999 | 1 Death 79mp/l None ]
Jung 2007 1 Survive | 8.4mp/L (blood) None |

Every zolpidem-related fatelity with post-mortem zolpidem levels reported by the
American Association of Poison Control Centers fiom 2007 is reproduced in Table 2.
Every zolpidem related death reported o the American Associstion of Polson Control

Centers in 2007 involved a co-ingestant,”

The conclusion of the artiele by Jung from 2007 is “In conclusion our case supports the
position of the long held view that Zolpidem single-drug poisonings are generally benign
and could be survived in high doses with supportive care.” This conclusion is not an
overstatement, Zolpidem as an isolated ingestion is very well tolorated even in massive
quentities. Most of the oases described in the literature of death associated with zolpidem
have occwred in the elderly or in patients that ingest several substances such as alcohol,
tramadol, opiates such as methadone or another central nervous system depressant.

The subject.of this repost is the death of Laura Bowdoin in June 2008, The cause of death
in the case of Ms. Bowdoin is Hsied on the aulopsy report as being zolpidem toxieity.
The leve] of zolpidem in Ms. Bowdoin’s heart (0.93mg/L) at the fime of her autopsy was
actually very low compared with levels thai have been reported in the medical and
forensic literature. All of the cases that I am aware of thut have postmortem zolpidem
levels in a similar range to that of Ms. Bowdoin have had other co-ingestants in their
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blood in addition to the zolpidem. Most of the zolpidem ~related fatalitics that have been
reported have been elderly people with numerous medical probloma putting them at
higher rlsk for serious multi-organ system injury following an overdose and younger
people with numerous co-ingestants, most commonly aleohol, Almost all the fatalities

have had much higher postimortem zolpidem Jevels comparcd with Ms. Bowdain,

Ms. Bowdoin was, by all reports, a very healthy individual with no medigal problems and
taking no medications, The lovels of zolpidem in her body following her death were quite
low compared with previously reported postmortem lovels in cases of fatal overdose.
Although it is possilile that Ms. Bowdoin was killed by an overdose of zolpidem, given
what is known and what has been. published on the nature of zolpidem in overdose | think
that it is improbable that the zolpidem alone caused Ms. Bowdoin’s deaily. A desoription
of the condition of her survoundings and environment in. which she was found at the time
of her death would be helpful in discerning if another explanation is more plausible or

other elements contributed to Ms, Bowdoin’s death,
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