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Abstract

Background—Overactive bladder (OAB) is a common condition affecting the elderly. The
mainstay of treatment for OAB is medical therapy with anticholinergics. However, adverse events
have been reported with this class of drugs including cognitive changes.

Objective—To investigate the effect of an anticholinergic medication on cognitive function in
postmenopausal women being treated for OAB.

Study Design—Prospective cohort study conducted from January to December 2010, with 12-
week follow-up after medication initiation.

Setting—Urogynecology clinic at one academic medical center.

Patients—Women age 55 or older seeking treatment for OAB and opting for anticholinergic
therapy were recruited.

Intervention—Baseline cognitive function was assessed via the Hopkins Verbal Learning Test —
Revised Form (HVLT-R) (and its 5 subscales), the Orientation, Memory & Concentration (OMC)
short form, and the Mini-Cog evaluation. After initiation of trospium chloride extended release,
cognitive function was reassessed at Day 1, Week 1, Week 4 and Week 12. Bladder function was
assessed via three condition-specific quality of life questionnaires. Secondary outcomes included
change in bladder symptoms, correlation between cognitive and bladder symptoms, and overall
medication compliance.

Main Outcome Measure—Change in HVLT-R score at Week 4 after medication initiation,
compared to baseline (pre-medication) score.
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Results—Of 50 women enrolled, 35 completed the assessment. Average age was 70.4 years and
77.1% had previously taken anticholinergic medication for OAB. At enrollment 65.7% had severe
overactive bladder and 71.4% had severe urge incontinence. Cognitive function showed an initial
decline on Day 1 in HVLT-R total score (p=0.037), HVLT-R Delayed Recognition subscale
(p=0.011) and HVLT-R Recognition Bias subscale (p=0.01). At Week 1 the HVLT-R Learning
subscale declined from baseline (p=0.029). All HVLT-R scores normalized by Week 4. OMC
remained stable throughout. The Mini-Cog nadired at a 90.9% pass rate at Week 4. OAB
symptoms did not improve until Week 4, based on questionnaire scores (p<0.05).

Conclusion—Cognitive function exhibited early changes after initiation of trospium chloride but
normalized within four weeks. Cognitive changes occurred weeks prior to OAB symptom
improvement. Surveillance for cognitive changes with anticholinergic use should be part of OAB
management.
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INTRODUCTION

Overactive bladder (OAB) is a common condition affecting the elderly population.[*] OAB
is defined by the International Continence Society (ICS) as “urinary urgency, usually
accompanied by frequency and nocturia, with or without urge urinary incontinence”.[2l OAB
afflicts more than 38 million Americans, and 1 in every 3 elderly adults.[*-2] OAB has far-
reaching consequences for both physical and mental health: skin breakdown due to leakage,
sleep disturbance, fall-related injuries, depression, prolonged hospital stays, admission to a
nursing home and lower quality of life.[!: 3-5] OAB is an embarrassing condition that
interferes with not only social functioning but also a wide range of activities of daily
living.[4] Annual direct costs of OAB in the US -- including diagnostic tests, physician
visits, medications, treatment procedures, supplies such as pads, diapers and home care --
totaled over $12 billion in 2005.[6] This is comparable to breast cancer ($12.7 billion) and
osteoporosis ($13.8 billion). There are also indirect costs: loss of work productivity, time off
from work for treatment, and inability to maintain employment due to OAB. [7:8] We can
decrease the significant healthcare and economic burdens associated with OAB by investing
more healthcare resources in effective and safe treatments.

The mainstay of treatment for OAB is pharmacotherapy -- the primary class of drugs is
anticholinergics. Because anticholinergic receptors are found throughout the body, the side
effects of these drugs are common and widespread.[®-11] One of the most serious adverse
effects is cognitive impairment. The central nervous system (CNS) contains all five
anticholinergic receptors, which influence a wide array of cognitive function: learning,
memory, language, arousal/attention, and visuospatial/sensory/motor processing.[910.12] |t s
therefore not surprising that anticholinergic medications have been linked to cognitive
impairment.l13.141 Multiple cognitive effects have been reported with anticholinergic use:
memory changes, blurred vision, somnolence, hallucinations, confusion, and delirium. All of
these cognitive impairments are more prevalent in the elderly, possibly due to the increased
CNS absorption of anticholinergics in this population.[% 15-18] Given that 1 in 3 elderly
adults suffers from OAB, the proportion of elderly using anticholinergics for OAB alone is
high. Because anticholinergics are also used to treat many other medical conditions, there is
potential for compounding of drug-induced cognitive impairment. One study of almost 6000
elderly patients found that 59% were taking at least one anticholinergic; and 10% were
taking up to three.[3] Therefore, it is becoming increasingly critical to understand the
magnitude of adverse anticholinergic effects on cognitive function. Currently, there is no
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standard of practice for OAB management. Management of anticholinergic use in the elderly
must involve monitoring of: functional status, comorbidities, concurrent medication use, and
active surveillance for adverse events — including the development of cognitive impairment.

Our primary aim was to investigate the effect of a specific anticholinergic, trospium chloride
extended release, on cognitive function in postmenopausal women in a clinic setting.
Secondary aims included understanding the severity of OAB in this clinic population, the
timing of changes in cognitive function and OAB symptom improvement, and medication
compliance.

After approval by the Institutional Review Board at the University of North Carolina at
Chapel Hill (UNC), we conducted a prospective cohort study assessing cognitive function in
women initiating an anticholinergic medication for the treatment for OAB. STROBE
(STrengthening the Reporting of OBservational studies in Epidemiology) guidelines were
followed.[2% Women age 55 or older seeking treatment for OAB were recruited from the
Female Pelvic Medicine and Reconstructive Surgery clinic between January and December
2010. Initially the age of recruitment was 65 and older but we amended this within the first
three months of the study after finding it difficult to meet recruitment goals. After being
counseled by their physician on treatment options for OAB, women opting for
anticholinergic medication were offered enrollment in the study, which would entail
treatment with trospium chloride extended release. After complete description of the study
to the subjects, written informed consent was obtained. Subjects received a small monetary
compensation for completing the follow-up assessments but medication costs were not
covered.

Baseline cognitive function was assessed prior to anticholinergic start via the Hopkins
Verbal Learning Test — Revised Form (HVLT-R), the Orientation, Memory & Concentration
(OMC) short form, and the Mini-Cog evaluation.[20-22] This battery of tests comprise
validated measures of cognitive function commonly used in the geriatric population. The
Mini-Cog test is a very brief three-minute cognitive screening test that is useful in detecting
mild cognitive impairment, dementia and early stage Alzheimer's, and is not dependent on
education level or language. It includes a drawing test and verbal recall. Both the accuracy
of the clock face and the verbal recall are scored. The HVLT-R is a verbal memory test that
involves reading subjects a list of 12 words and having them recall the words both
immediately and after a delay of 25 minutes. There are 6 versions which provide differing
sets of 12 words. The HVLT-R generates a total score and seven subscale scores, including
Total Recall, Delayed Recall, Delayed Recognition, Learning, Retention, Discrimination
Index and Recognition Bias. The HVLT-R has a low risk of ceiling effects (even for the
non-dementia population) and is not affected by gender or education. It is easy to
administer, quick and a well tolerated tool for the screening of dementia. The OMC is a mini
mental status assessment, asking questions regarding current date and time, ability to recall a
random name and address and the ability to count backwards from 20 and name the months
in reverse. Both the HVLT-R and OMC provide raw numerical scores, while the Mini-Cog
provides a dichotomous pass/fail score.

After this baseline testing was performed, women were instructed to start trospium chloride
extended release. Date and time of initiation was recorded. Subjects completed a medication
diary, recording the date and time of each pill taken on a grid chart for the entire study
period. Cognitive function was then reassessed using the Mini-Cog, HVLT-R and OMC at
Day 1, Week 1, Week 4 and Week 12 of medication usage. These time periods were
determined based on the pharmacokinetics of trospium chloride extended release. We also
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assessed pelvic floor function, specifically focusing on OAB symptoms. Pelvic floor and
bladder function were measured via three validated condition-specific quality of life
questionnaires: the Pelvic Floor Distress Inventory — Short Form 20 (PFDI-20)[23], the
Pelvic Floor Impact Questionnaire — Short Form 7 (PFIQ-7)[23] and the Pelvic Organ
Prolapse/Urinary Incontinence Sexual Function Questionnaire — Short Form 12
(P1SQ-12)[24]. Both the PFDI-20 and PFIQ-7 contain urinary subscales: the UDI-6 and
UIQ-7, respectively. Urge urinary incontinence was defined as a positive response to
question 3 on the PFDI-20 indicating urine leakage with urge. The severity of OAB
symptoms were defined as a positive response to questions 1 and/or 3 on the PFDI-20
indicating severity of urgency (with or without leakage) and frequency.

Our primary outcome was a change in cognitive function, as determined by HVLT-R, at
four weeks after starting the anticholinergic medication. Secondary outcomes included the
severity of OAB symptoms in this clinic population, the time of onset of any change in
cognitive function, the time of onset of OAB symptom improvement and medication
compliance. Inclusion criteria consisted of English-literate women age 55 or older opting for
medical management of OAB. Exclusion criteria were the presence of pre-existing
comorbidities such as dementia, depression, and any other psychiatric diagnoses that may
affect cognitive function as determined by patient history and medical records; current use
of other anticholinergic medications or other agents known to affect cognitive function; and
medical conditions known to be adversely affected by anticholinergic therapy, such as
narrow-angle glaucoma, severe urinary retention and obstructive bowel disease.
Furthermore, women who met criteria for dementia on the baseline Mini-Cog were excluded
from the study. Prior or current use of an anticholinergic other than trospium chloride for the
treatment of OAB was not a reason for exclusion. Any women currently using a different
anticholinergic but electing to enroll in the study underwent a two-week washout period
prior to medication start.

Data were analyzed using SPSS 16.0 (Chicago, IL). Analysis was undertaken with
univariate analysis for descriptive variables and bivariate analysis using paired t test for
continuous variables, with a Bonferroni correction for multiple comparisons. The patient’s
baseline cognitive function served as the control for which variables at Day 1, Week 1,
Week 4 and Week 12 were each compared individually. This research was designed as a
pilot study to investigate the relationship between anticholinergic initiation and changes in
cognitive function as well as to answer questions regarding study design such as baseline
prevalence of OAB in our clinic population and the feasibility of assessing cognitive
function in this setting as part of the management of OAB. Therefore a control group was
not used. Rather, the subjects” baseline scores served as the comparison for post-medication
cognitive performance using paired t-tests as described above. A convenience sample of 50
subjects was chosen. A p value <0.05 was considered significant.

During the study period 50 women were enrolled and 35 completed the primary assessment
at Week 4. Fifteen women dropped out prior to the primary assessment period, with the
main reason being discontinuation of the medication due to lack of efficacy. No subject
reported any subjective cognitive effects during the study period. Average age at enrollment
was 70.4 years and the majority of women were Caucasian (Table 1). More than three-
quarters of subjects had previously taken anticholinergic medication for the treatment of
OAB, with an average of 1.4 previous medications. Two-thirds of subjects reported severe
overactive bladder symptoms and almost three-quarters reported severe urge incontinence
based on validated questionnaire responses. At the time of enrollment, 13 of 35 women
(37.1%) were taking a different anticholinergic for the treatment of OAB and underwent a
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washout period. Baseline cognitive function was not impaired, as per protocol, based on an
intact Mini-Cog assessment, HVLT-R total score and OMC score. We then compared these
baseline cognitive function scores to post-treatment scores (Table 2). On Day 1 of
anticholinergic use, cognitive function showed a decline in the HVLT-R total score
(p=0.037) (Figure 1), the HVLT-R Delayed Recognition subscale (p=0.011) and the HVLT-
R Recognition Bias subscale (p=0.01). There were no changes seen in the other HVLT-R
subscales at that time. At Week 1 of anticholinergic use, there was a decline in the HVLT-R
Learning subscale (p=0.029) only. The other HVLT-R scores were unchanged from baseline
at Week 1, including those that had seen a decline on Day 1. At Week 4 of anticholinergic
use, the HVLT-R Total Recall subscale score was improved over baseline (p=0.02), with no
differences in the other HVLT-R scores. At Week 12, there were no statistical differences in
cognitive function compared to baseline HVLT-R scores. These analyses were based on
paired t-tests used to compare each follow-up point to its baseline score. When we instituted
a Bonferroni correction for multiple comparisons the changes in the HVLT-R subscales of
Delayed Recognition (p=0.011) and Recognition Bias (p=0.01) remained significant. The
OMC remained stable throughout the testing period, with no significant changes seen at any
time points. The Mini-Cog assessment showed a decline as early as Day 1, with a nadir at
Week 4 of 90.9%. It was noted to improve at Week 12 in the women who were still on the
anticholinergic medication. We also compared all cognitive outcomes between those women
who underwent a washout period at the time of enroliment due to current anticholinergic use
and those not currently taking an anticholinergic at the time of enrollment. There were no
differences in cognitive function outcomes at any time point between these two groups.

When assessing pelvic floor and bladder symptoms, we did not see a significant
improvement until Week 4, based on both PFDI-20 and PFIQ-7 total scores and UDI-6 and
UIQ-7 subscale scores. (Table 3) These changes remained significant after a Bonferroni
correction for multiple comparisons. Pelvic floor and bladder symptoms improved further at
Week 12 based on PFDI-20, PFIQ-7 and UDI-6 scores. There was no change in sexual
function based on PISQ-12 scores, but only 15 subjects were sexually active at the time of
enrollment, with no change in sexual status during the study period.

When assessing compliance, the overall medication discontinuation rate was 57.1% (20/35)
by 12 weeks, with an average time to discontinuation of 29.9 days as determined by
medication diary and interview. Leading reasons included lack of efficacy (28.6%), expense
of medication (8.6%), constipation (8.6%), dry mouth (2.9%), headache (2.9%), and nausea
(2.9%). No subjects cited cognitive dysfunction as a reason for discontinuation and no
subjects were withdrawn from the study for adverse events.

DISCUSSION

The mainstay of treatment for the highly prevalent condition OAB is anticholinergic
medication, a class of drugs known to interfere with cognitive function. OAB is more
prevalent in the elderly population - a group known to have increased cognitive dysfunction.
Therefore, it is essential to understand the effect of anticholinergics on cognitive function. In
our group of post-menopausal women, we found observed fluctuations in cognitive function
after beginning a new anticholinergic medication. While some cognitive changes were seen
as early as one day after medication start, other changes did not appear until one week of
medication use. By four weeks of medication use, cognitive function returned to baseline
and did not fluctuate after that time, up to 12 weeks after medication initiation. No subjects
reported any subjective changes in cognitive function.

Anticholinergic drug exposure in the elderly has been shown to have variable effects. Han et
al. demonstrated that anticholinergic exposure with multiple medications has a cumulative
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effect on cognitive function.[25] This cumulative effect was confirmed in a recent
longitudinal study of over 13,000 elderly adults.[26] Ancelin et al. found that elderly adults
taking various anticholinergics had multiple areas of cognitive dysfunction: reaction time,
attention, memory, recall, visuospatial construction, and language tasks.[27] In contrast, a
randomized trial of healthy elderly volunteers showed no short-term differences in cognitive
function between OAB anticholinergics and placebo.[28] Staskin et al. found no difference in
cognitive testing between trospium chloride and placebo, and no measurable trospium
chloride in the CNS.[29] Because cognitive function is not routinely evaluated by
practitioners treating OAB, the true rate of cognitive impairment associated with
anticholinergic use is unknown.[4]

Evaluation of baseline urinary symptoms in our clinic population demonstrated that most
women are severely affected by OAB and have tried at least one prior anticholinergic
medication prior to seeking care with a specialist. This may be helpful in understanding
baseline disease severity in women seeking specialty care for management of OAB. We also
found that there was a delay between the onset of changes in cognitive function and OAB
symptom improvement after medication start. While cognitive changes occurred early, OAB
symptoms were not found to improve until 4 weeks after starting anticholinergic medication.
Therefore, it is important to realize that side effects, specifically in cognitive function, may
be occurring prior to symptom improvement, and normalization of cognitive function may
be found at time of peak effects of anticholinergic medications. In regards to compliance, we
found that the discontinuation rate for this anticholinergic medication was high, with over
half of women stopping the medication by the end of the study period. Average time to
discontinuation was 4 weeks, which was the same time when we first observed an
improvement in OAB symptoms. Among those who continued therapy to 12 weeks, we
observed further improvement of symptoms. Clinicians may consider advising their patients
to try medication for at least 4 weeks, as symptom improvement may not take place until
that time. We also described leading reasons for medication discontinuation, which may
provide further help in counseling patients as to medication expectations.

We were interested to see an improvement in the HVLT-R total score at Week 4 and the
Mini-Cog at Week 12. Our repeated testing likely led to these improved cognitive scores due
to a learning effect, which has been reported previously.[24 While the HVLT-R offers a
different set of 12 words with each administration, the OMC and Mini-Cog have repetitive
elements. Frequent administration of all three tests may have been an intervention in itself,
by providing memory exercises for the subjects. In designing an expanded version of this
study we plan to have less frequent cognitive testing and the use of a placebo group to avoid
this learning effect.

We chose trospium chloride extended release as our anticholinergic medication for this
study for a number of reasons. We chose a single agent for all subjects in order to avoid the
effect of variation in drug absorption, action and efficacy. Due to its molecular properties,
this drug has a relatively low capacity to penetrate the blood-brain barrier (BBB) and exert
cognitive effects. A drug’s ability to cross the BBB is based on not only its size but also its
polarity and lipophilic properties.[17] Trospium chloride, as a quarternary amine, is large,
highly polar, and hydrophilic and thus is relatively impermeable to the BBB. Furthermore,
trospium chloride is a known P-glycoprotein ligand and is actively removed from the central
nervous system via efflux.[3%] There are abundant data demonstrating cognitive effects of
non-selective anticholinergics that do cross the BBB.[%17:31] However, there is less direct
evidence of whether trospium chloride exerts these effects due to its unique properties.
trospium chloride does have some drawbacks as well: 1) it has reduced oral bioavailability,
thus requiring that it be taken with a full glass of water one hour before meals, 2) it requires
a dose reduction for subjects with decreased renal function and 3) it may compete with other
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drugs that are excreted in the kidneys, including digoxin and metformin, although studies
have not shown this effect.[11:32] At the time of study recruitment trospium chloride was a
relatively new medication, and it was more likely that our study population was naive to it.

The principal limitation of this study is the lack of a control group, which may lead to
misclassification bias. This project was designed as a pilot study to gather information on
the effect of a unique anticholinergic on cognitive function in postmenopausal women in our
clinic population, as well as the timing of onset of these changes in relation to improvement
in OAB symptoms and the baseline severity of OAB. A clinically meaningful change in
HVLT-R total score has been reported to be 6 points.[29] Our findings approached this cut-
off, with a mean and standard deviation decline of 4.2 + 12.2 points at Day 1. Because we
used a convenience sample of subjects, we did not aim to have an adequate sample size to
meet power in the current study, which would have required significantly more subjects.
Based on our data, we can now design an adequately powered placebo-controlled study to
further address the effect of anticholinergics on cognitive function in this population. There
is also potential for selection bias due to the use of subjects that were naive to
anticholinergics and those who had previously tried these medications. However, no subjects
had previously taken trospium chloride and we found no difference in outcomes between
these two groups. Another limitation is the accuracy of the chosen cognitive function tests to
discriminate small but potentially meaningful changes in cognitive function. We used
validated tools in our study but this remains a potential confounding variable. A final
limitation is the fact that we did not assess pelvic floor and bladder symptoms between
Weeks 1 and 4, so we cannot say exactly when the time to improvement in symptoms
occurred. However, this was not the main aim of the study.

The major strength of this study is the prospective design, with baseline cognitive function
obtained for comparison to post-treatment time-points. Anyone displaying baseline
cognitive dysfunction was excluded from the study. We used a single anticholinergic
medication for all subjects in order to avoid any variation in pharmacokinetics, efficacy or
side effects that could be due to multiple medications. In addition, all subjects were either
naive to anticholinergic or had undergone a washout period prior to obtaining baseline
cognitive testing. All medications were reviewed prior to enrollment to confirm this. When
we compared the naive group to the washout group, we found no differences in any of the
cognitive or pelvic floor outcomes. Finally, the interdisciplinary collaboration involved in
this study allowed us to look at multiple facets of medication effects, including the
pharmacokinetics of the drug (timing of effects seen), and the interplay between onset of
cognitive changes and the improvement in OAB symptoms.

CONCLUSION

OAB is a wide-spread condition with far-reaching consequences. As our population ages
and the prevalence of OAB increases, anticholinergic medication will remain a mainstay in
the management of this disease. Understanding the side effects of the anticholinergic
medications that we prescribe is critical. The data obtained from this study will facilitate the
design of a large-scale longitudinal clinical trial, which will expand on our understanding of
the current topic. As providers, we must continue to provide treatment options for OAB that
are both effective and safe.
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Figure 1.
Changes in HVLT-R Total Score, plotted points are mean values
* p<.005

HVLT-R = Hopkins Verbal Learning Test - Revised
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Baseline demographics

Study Population

(n=35)

Age 70.4+8.4
Race

White 33(94.3)

Black 2(5.7)
Prior Anticholinergic Use 27 (77.1)
Number Previous 1412
Anticholinergics
Baseline OABZ Symptoms

Mild 11 (31.4)

Severe 23 (65.7)
Baseline Urge Leakage

None 3(8.6)

Mild 7 (20.0)

Severe 25 (71.4)
Baseline HVLT-RY Total Score | 60.3+6.0
Baseline OMCC Score 25131
Baseline Mini-Cog Pass Rate | 35 (100)

Data presented as mean + SD or n (%).

a’OAB = overactive bladder

"HVLT-R = Hopkins Verbal Learning Test — Revised; maximum possible score is 76.

OMC = Orientation, Concentration and Memory test; maximum possible score is 28.

Clin Drug Investig. Author manuscript; available in PMC 2013 February 14.

Table |

Page 11



Page 12

Geller et al.

"8 S18100S 9|q1ss0d WNWIXew 153} AIOWSJA PUB UONRIUSIUOD ‘UOIBIUSLIQ = WO,

au1|aseq SNsIaA mo.on.Q

'9/ S12100S 8]q1SS0d WNWIXBW ‘PasINGY — 158 BuluIesT [egqiaA SudoH = ULIAH,,

‘pauodai sanjen d juedliubis AjUQ 15911 paiied yiim pawioiad sasAjeue ||y

(%) 10 QS F ueaw se pajussaid ereq

001 606 896 1'96 00T (00T 21095 1580) S58d % BOD-1UIA
szer9e | zewesz | vewooz | 02F09z | TEFTSe (82 21025 1580) , DINO
v0'0720'0 | v0'07e0'0 | S0'07e00 | g OVO¥L00 | 5007200 (0 21005 1530) seig uomuBoosy
§1¥eez | vevezz | 91F0€z | TeFee | €1Frez | (v 210051530) Xepul UonRUIWILIOSIC
126 Z16 626 8.6 06 (00T 84095 1580) UONUBISY
eTFLT eTFre | g VIFLE 8T78°¢ LT76E % (0 81005 158q) BuyuIes
8079z | sowrez | TTFzer | gVI¥8CC | goFgez | (vz 91008 158q) uoniuBooay pakeje
L2766 | 6TFTOT | v'z¥86 §2F56 02FZ 0T (T 21005 1530) |[20RY pakejeq
9578z | BEFEBL | goresz | evFrSz | £vFLOL (9€ 21005 1530) |[208Y [€101
€175 | 6117009 | £ETFz6s | g CTIFIIS | gorgog [ (2L 210953530) 31095 [B10L -1 TAH
(GT=U) (ge=u) (ge=u) (ge=u) (ge=u)
ZIXOM | ¥OeeM T XM T feq auljseg
asn a1b1au1joydIuY YlIIM uonound aAniubo)
Il 8|qel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Clin Drug Investig. Author manuscript; available in PMC 2013 February 14.



Page 13

Geller et al.

NIH-PA Author Manuscript

W0} 1IOYS ‘alleuuonsangd) uonoun4 [enxas aouaunuoou| Areutin/asdejoid uebiQ oIAjad = NH-Om_n_.m

wioy 1oys ‘atreuuonsand) 10edwy Areuun = N.O_Dm

w0y 1oys ‘adreuuonsand 1oedw| 100[4 dIAjed = N.O_u_a.m
w0 1oys ‘A10jusAu| ssaasiq Areulin = e._n_D.\u

w0} 1oys ‘AI0JusAU| Ssansiq J00j4 JIA]dd = 0z-1d4d,,
2T Y99\ 01 ¥ %89\ Buredwod uaym mo.oug.Q

2T Y99\ 01 ¥ %99\ Burtedwod uaym ﬁo.oug.m

"3u1j8seq 0] pasedwod SaWodIN0 YIM “1s81-) paired yim pawioyiad saskjeue ||y

as F ueaw se pajuasaid ereq

800

297E'6C 670 T/790¢ | 090 | 08¥Fe6e geregr | 6¢1°0SId

.00

€6T+c'cC €00 §'l¢¥T'6¢ | 890 8'0€+8'6E T'Le+1'8€ xm.O_D

¢00

£TEF0'GE 10 | 0o9Tgey | 290 | oesFose | gsovzzg | eL01Ad

100°0>

gVETFICe | 1000 | LveFsey | ovo | s9zFoss | TzeFoss po71an

100°0>

p9TV¥S8S | yo00 | 1197506 | €0 | T2570°T0T | 9vsFrL0T | 20C71QAd

aneAd

(gT=U) (ge=u) | eneA (ge=u) (ge=u)
ZIOM | eneAd | v oReMm d T ¥OM aulpsed

lrajgeL

NIH-PA Author Manuscript

asn a1biauljoyonuy yum swoldwAs 100]4 JIAjed

NIH-PA Author Manuscript

Clin Drug Investig. Author manuscript; available in PMC 2013 February 14.



