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BACKGROUND RESULTS Figure 2. Preprogression Rate and MMSE
The heterogeneity of disease progression rates is common in AD. The preprogression rate (PPR) is an We found that 379 of 679 patients (57%) had never taken drugs. There were 61 patients excluded from 15
easily calculable index of early disease progression that can be determined at the initial visit and has the analysis due to missing observations. The average PPR for the group of 618 subjects was 3.62 (SD
prognostic value in classifying patients as rapid, intermediate, or slow decliners.! We wished to 3.07) points/year on the MMSE confirming high variability in the PPR (CV 84.8%).
evaluate factors known to influence disease progression at the initial assessment, including the use of . | | . 12 N i d
anti-dementia drugs. We hypothesized that patients who take anti-dementia drugs persistently or have Significant predictors of the PPR were years of education (= -0.10 [se= 0.03], p= 0.0017), initial MMSE - SYSEEISIS=AlLe
greater cumulative exposure will have a slower PPR. (B= -0.20 [se= 0.02], p< 0.0001), and those that had ever used drug (B= -0.92 [se= 0.28], p= 0.0012). = Ever-use-drug
The PI, age, sex, history of diabetes or hypertension were not found to be significant. The model was & g
extended to include the premorbid verbal IQ but there was no significant association between the Iﬂ_J
AMNART and the PPR and there was loss of multiple subjects due to missing observations. The model )
explained 24% of variance in the PPR (adj. R2= 0.2368). O 6
ol
)
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OBJECTIVES 3
To determine if using any commercially available anti-dementia drug (including donepezil, galantamine, i i i i
rivastigmine, and memantine) affects the PPR. We also evaluated patient age, sex, years of education, Table 1. Multiple Regression Analysis of Factors Associated 0
premorbid verbal IQ (AMNART), initial Mini-Mental State examination (MMSE) score, and the history of with Preprogression Rates in Alzheimer Disease )
hypertension or diabetes. 0 10 O 30
B Standard Error Mini Mental Status Exam
Intercept 10.81 1.20
METHODS Persistency index 0.64 0.65
Ever-use-drug -0.92 0.28 CONCLUSIONS
We determined the PPR at the initial visit for 679 patients evaluated over the past 20 years at an Years of education -0.10 0.03 . . . . . .. .
academic center who were classified as having probable AD using NINCDS-ADRDA criteria.? The PPR or The preprogression rate (PPR) or rate patients were progressing prior to the initial visit was lower in
dependent variable was calculated according to the following formula: (MMSE score [expected 30] - Age -0.02 0.01 those who had used anti-dementia drugs versus those who never used drugs. There was no association
A L - : . between early disease progression on the PPR and cumulative drug exposure before the new patient
MMSE score [initial hysician's estimate of symptom duration [in years]). - .. . . . T
[ 1)/ phy ymp [iny ) Sex (male) 0.04 0.24 visit (PI). This may have been an artifact of the high percentage of treatment naive individuals whose
All patients underwent an evaluation by a neurologist and completed a standardized dementia workup. History of diabetes 0.17 0.38 PI scores were ZEro. Alte_rnatively there may be other, as yet_ unknown di_fferences_between SESIE and
A detailed history and interview with the patient and informant, neurological and physical examinations, History of hypertension -0.13 0.23 DQP_T'SI:/TI\CISS%f antl-dementlala drugs. Ai’ pdrev_ltc;]uslly repzrtEd’ higher edu_catlocval attallgment atnli:l/”\f/wllnghir b
a neuroimaging study, neuropsychological testing, and screening laboratory studies were performed as MMSE .0.20 002 initial tad i‘;‘o{ﬁs \gﬁge als0 a_atsrs,ouate fv’\cl;] fsowe:‘ |sPeasfe progressml:c\r.] MeMvgcléu_ SXPECL dt bo <
part of the initial visit. We employ a comprehensive battery of psychometric tests to assess all patients, ' ' ass50clated Wi € PR SINCE LIS part of the tormtlia. - Ferformance on the 'S Fecognized to bE
AdeaarBed] @lsamreqrs & ———————— influenced by education level so both these variables may be correlated. Overall the model explained
) 08 001 0 001 ofh " only a small portion of the variance in the preprogression rate (PPR). Other factors need to be
p< 0.05; " p< 0.01; p< 0. ; otherwise p= : : ¥t : : : :
Drug exposure to any of the four agents was ascertained for each patient at the first clinic visit by identified to explain more of the variance in early preprogression rates.
history along with review of medical records by the attending physician. Chart review was performed to . . . . .
evaluate possible drug exposure received during clinical research trials and to verify accuracy of This stgc_ly_ evaluateql early disease progression from the onset of symptoms t_o the tlme_ patients present
information. Lapses in treatment and switching from one drug to another were also noted and recorded. for an |n|t|al_evaluat|on. A subsec_|uent analysis was performe_d to determine if cumu_latlve exposure to
The dates of drug exposure are recorded for both the starting and ending date, if applicable, so the antl-dem_entla drugs over the entire course of the illness pred'CtS observed progression raFes. we
cumulative number of months on medication can be determined for each subject. The cumulative time h_ypothe5|zed tha.t persistent treatment or gree_lt_er cumulative exposurje_t_o the an’.ude_m.entla dljugs slows
on drug was recorded similarly for patients on monotherapy or combination therapy. The duration of Figure 1. Preprogression Rate and Years of Education Icllsea_atsedprolgrtesdsmnlon globa_l mde?_surets, .COqcnt't't\./e ml_eastgres, algld aCt'.V't'Ietsf of da_l'_lgl “V"glg't Th.'ﬁ h
disease or the estimated time of onset of dementia is carefully estimated by a standardized procedure ongitudinal study also examined time 1o institutionadllization, dand survival time. eS¢ dala Wil be
reported to the nearest half-year.* . presented at the annual American Neurological Association meeting October 7-10, 2007.
Cumulative drug exposure was calculated by a persistency index or PI: (drug use [in years] / physician’s
estimate of symptom duration [in years]). Drug naive subjects had PI= 0 and those that 19
“ever-use-drug” had PI> 0. - Never-use-drug REFERENCES
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