


















event among the placebo-treated subjects. Below is a sampling of the relative risk power I was
able to calculate:

Study 13 (Report, p. 5): "In comparing low dose Seroquel (75 or 150 mg) verses
placebo, the relative risk of weight gain was 3.54 (p=.06, 95% CI .95-16.1) ...." The
power of this relative risk calculation equals .42% at an alpha (p value) = 0.05.

Study 15 (Report, p. 6): "Clinically significant weight gain occurred in 50/209 (23.9%)
of the Seroquel participants compared to 4/38 (10.5%) of the haloperidol-treated
subjects (relative risk=2.27, p=0.066, 95% CI=0.94-7.55)." The power of this relative
risk calculation equals 65% at an alpha (p value) = 0.05.

Short-term, placebo-contJ-olled trials as reported by AstraZeneca in response to
the FDA's May 2000 request (RepOli, p. 9): "In the shari-term (i.e., less than 6 weeks
duration) placebo-controlled studies, only 2.30 Seroquel treated subjects and 143
placebo-treated subjects had glucose measurements analyzed, and Seroquel treated
subjects had higher values of glucose than their placebo counterparts (3.6 (1.52 SE) vs.
-0.26 (1.93), p=.12, respectfully)." The power of this relative risk calculation equals
34% at an alpha (p value) = 0.05, unpaired t..test, assuming variance to be from
Seroquel group.

Short-term, placebo-controlled trials as repol-ted by AstraZeneca in response to
the FDA's May 2000 request (Report, pp. 9-10): "Additionally, 3.4% of 323 Seroquel
treated subjects verses .07% of 143 placebo-treated subjects had a glucose value in
excess of 200 mg/dl during the short term trials (relative risk 4.87, 95% confidence
interval 0.83-29.30, p=O.116)." The power of this relative risk calculation equals 64%
at an alpha (p value) = 0.05.

10. AstraZeneca suggests that I did not examine and cannot offer evidence of a dose-
response relationship between Seroquel and diabetes.

This is a misrepresentation of both my expert report and my deposition testimony. As just one
example of several offered in my report, for study 13 alone, low dose Seroquel (75 or 150 mg)
versus placebo was associated with a 3.54 greater relative risk of clinically significant weight
gain and higher doses (300 or 600 mg) was associated with a 4.77 greater relative risk of weight
gain (p. 5). Additionally from my deposition, I stated the following:

A. There's a dose response relationship with all of the metabolic parameters
that are a part of the diabetic -- Type II diabetes. There's some indication
from the observational studies that there is a dose response between
diabetes incidence and dose of Seroquel.

Q. Are you testifying to a reasonable degree of scientific certainty that there's
a dose response relationship between Seroquel and diabetes?

A. Yes.

(Deposition, pp. 210-211).
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H. AlIflraZSii1€lCB I'lUgg8~t!3 gh§~ I did Dot 1ll;rL:!l!!ZI11ll1ll fl:idd ~i!l!IlI!llO~ offer (wWenee oi' a
liEl!e~heli1lllJnn of tllc~on.

In my report, r dGBcribe three: dlfiererit biological InflohanlSrn.B that support the weigh! gWn and
diabl1lti.c consequences of S~roquel treatment. (Report. pp. 3~L)). As stated during my deposition,
because of my worle in phaxmacogemrtics ! have tQ understand how drugs work in the body (page
53, lLTl.8 19 r 20). Additionfllly, 1 stawd tha1 I ha.d evaluated tho literature and had an understanding
ofhow Seroqucl worked speoifically in relation to 'I.WliBht gaL'"! and d.l.abetcll. (Deposltion, p. 55,
lino~ 2-4).

The retation betWeen weight El..tld weight gain and diabetes ia lID estH.bliehed risl.< factor for
diabetea. As 9tared in my l'!:lport. weight gain is also associated with. feature6 of the multiple
metabolic syndrom.e Emd the met1i.boIic syn(l.rOn1e is an troporte..l'1t risk f~toy for diabetes
incidenoe. (Report, p. 4). Beyond weight Bah'>., Seroquel caUSBS metabolic derangements, suoh
as increased waiat siz;; (Meyer JM ~ al., Change in metabolio syndrome para..ru~'l.8rs with
antipsychotic treatmont in the CAT1E Soh1:z~pitreni!l Trial: prospective data 110m phase J,
Sohizophr Re~, 2008;101(1"3):273"86) and hypertrigl;ycBridcmla. (RJeport, p. 11). Data from the
Atherosclerosis Risk in Communities Study, liaving threo of the component.'! of the metabolic
syndrome correctly identified g1% of the future oascs of diabetes i..'1 the cohort. (REF: Ballantyno
CM et al., Metabolic syndrome risk for eardiovaseulBr diseaSle afld diabetes in the ARIC study.
Inrernattonal Jourrzal of Obesity (20DB) 32, S21-S24). Colleotlvl1lly th05JO data point to the:
i..."Ylpotre.noe of SeroqtUll-induc6d WGigbt gain and ita LljIpaet on diabetes risk. FinallYl with
rosipect Io the correlational analysis between Seroquel weight gain f;nd diabetes 1 indicated in my
deposition mat AstreZenec!! has not evll1UElwd the deta in that way and therefore, I cannot
scientifically offer an opinion regarding that C6rrialaticin. (Deposition. p. 209, lines 9-10).

I hold additional relovant opinions as :let forth in my expert report in this mattor, which is
attaobed and incorporated by reference. AdditloD5l opinioms wrore elabo~a.ted h my d6poaition.

I G",olaze under penalty orp~u.ry tb.Et the foregoing is tn!C a,.l1d COl."rect. Executed this 23 rd day of
F5bn:ra.-y, 2009.

Id {frLt-E J!f2tN-V
Donne. 1<. Amett, Ph.D.• M.8.P.H.
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