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Stevens-Johnson syndrome, toxic epidermal necrolysis, and angioedema, and 
extreme weight gain (EWG) among adults on atypical antipsychotics. 
Methods: Project work was divided among three teams. HealthPartners and 
Marshfield Clinic led the DILI team, Kaiser Permanente Hawaii and Kaiser 
Permanente Georgia led the SSR team and Group Health and Geisinger 
guided the EWG study. Teams met routinely via biweekly conference calls to 
coordinate their study efforts; monthly conference calls were conducted to 
coordinate the overall project, mark progress and discuss challenges and 
solutions. For each study, standardized case identification criteria were 
developed with input from iSAEC, expert panels, and medical literature. 
Potential cases were identified through electronic data searches using 
diagnoses, medication histories, laboratory test results, and other clinical data 
elements indicative of DILI and SSR during 2000-2009, or EWG from 2004-
2009. Potential cases of DILI and SSR were abstracted to assess provisional 
case status and determine implicated drugs. Weight trajectories of suspected 
EWG cases were visually inspected to confirm EWG during atypical 
antipsychotic treatment period. Results: A total of 99 provisional cases of 
DILI, 41 cases of SJS/TEN and 56 provisional cases of angioedema were 
identified from the electronic records of the participating HMOs. For EWG, 
249 cases were confirmed and an additional 341 were categorized as 
“possible” cases, with additional chart review and patient interview required 
for confirmation. Confirmation rates varied from 17% for DILI to 2-79% for 
SSR and 23-30% for EWG. Conclusions: The SAEC and HMORN study 
sites identified well-phenotyped cases with the targeted drug-induced SAEs 
of interest. The relative success of these efforts has been critical in the 
planning of a larger second study that will include analyses of genetic factors 
associated with provisional case SAEs.
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Background/Aims: Clostridium difficile is the most common cause of 
healthcare-associated infectious diarrhea in the United States. However, few 
population-based epidemiologic studies of C. difficile infection (CDI) exist. 
Our aims were to: 1) describe the epidemiology of CDI among HMO 
members from two geographical regions; 2) extrapolate the incidence of CDI 
from these health plans to the U.S. population; and, 3) identify patient 
characteristics that predict inpatient versus outpatient identification of CDIs. 
Methods: We conducted a population-based, dynamic, retrospective cohort 
study among Kaiser Permanente Colorado (KPCO) and Northwest (KPNW) 
enrollees between June 1, 2005 and September 30, 2008. We identified 
incident CDIs and categorized infections based on identification in the 
inpatient or outpatient setting. We calculated incidence rates and extrapolated 
our estimates to the 2007 U.S. population. KPNW and KPCO regional 
electronic databases provided data on membership, pharmacy dispensings, 
demographics, clinical measures, and healthcare utilization. Logistic 
regression determined how strongly patient characteristics predicted inpatient 
versus outpatient identification of CDIs. Results: We identified 2,879 
incident CDIs; 55% were identified in the outpatient setting. In 2007, our 
total population incidence rate was 13.5 CDI cases per 10,000 person-years; 
incidence increased with age. Extrapolated to the U.S. white-only population, 
we estimate that 220,000 cases of CDI occurred among persons 20 years or 
older in 2007. Baseline characteristics and healthcare utilization prior to 
identification of CDI in both settings were similar, although individuals with 
CDI identified in the inpatient setting were older and had greater comorbidity 
than individuals with outpatient-identified CDI. We identified few strong and 
independent predictors of setting, although risk for CDI identification in the 
inpatient setting was associated with an estimated glomerular filtration rate 
<15 (OR: 4.96; 95% CI: 2.73, 9.02), inflammatory bowel disease (OR: 2.41; 

95% CI: 1.45, 4.02), an outpatient antimicrobial dispensing in the previous 
180 days (OR: 2.67; 95% CI: 2.13, 3.35), and malignancy (OR: 2.08; 95% 
CI: 1.60, 2.72). Conclusion: The incidence of CDI among this population is 
substantial (13.5/10,000 person-years). Because the incidence of and risk for 
CDIs increases with age, the U.S. burden of CDIs will continue to rise as the 
proportion of older individuals in the U.S. population rises.
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Background/Aims: When new medications are introduced, safety data are 
often sparse. Health plan data may be useful for active surveillance for 
adverse events. We conducted a 12-month pilot study to demonstrate the 
feasibility of prospective active surveillance using data from several large 
health insurers. This presentation will summarize logistical challenges and 
lessons learned. Methods: We studied the safety of generic divalproex 
sodium, an antiepileptic drug introduced in July 2008, compared to the 
branded drug. We performed monthly surveillance using the maximized 
sequential probability ratio test, comparing observed outcomes in new users 
of the generic drug to expected counts based on new users of the branded 
drug from January 2002 - June 2008. Programmers at four HMO Research 
Network sites extracted data monthly, ran quality control (QC) programs, and 
returned summary tables to the lead site. Medication exposure was identified 
from outpatient pharmacy dispensings. Outcomes identified from health plan 
utilization data included potential adverse effects (e.g. pancreatitis and liver 
disease) and efficacy outcomes (e.g. hospital or emergency department visits 
for seizures.) Results: We will discuss lessons learned related to data sharing 
and HIPAA compliance, timing and synchronization of data pulls, and QC 
activities. Obtaining IRB approval took 3.5 months, and protocol development 
took 7 months. Developing the analytic program required two rounds of 
corrections, one leading to meaningful changes in results. QC programs 
identified substantial differences in monthly extracts across sites. Some QC 
flags required only understanding differences across sites, but others revealed 
data problems requiring resolution at the site level. Overall, 14% (4/28) of 
monthly extracts across the four sites could not be used due to underlying 
data problems or lack of analyst availability for timely extracts. Conclusions: 
Prospective drug safety surveillance is feasible, but future projects should 
anticipate the need for longer timelines and multiple revisions to data pulls 
and analytic programs. They should develop approaches to handling missing 
data, because some data pulls will not be usable. QC activities should 
continue throughout study implementation. A knowledgeable, engaged lead 
at each site is vital to ensure accuracy and appropriate interpretation of each 
site’s data.
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