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CLiPPs (Current Literature in Pediatric Psychosomatics) is a pertinent article review through the AACAP
Physically Ill Child Committee for psychosomatic clinicians from a range of medical science journals and
literature. We are very excited for our inaugural issue is finally here and have already begun working on
our Summer 2016 edition.

Inflammation and Predictors of Depression in Pediatric IBD
Patients

Background and Objective: The incidence of Crohn's disease (CD) and ulcerative colitis (UC),
collectively known as inflammatory bowel diseases (IBD), is increasing among youth in the U.S. with
the onset of symptoms before age 18 approximately 25-30%. CD is associated with more systemic
inflammation than UC. Depression is increasingly recognized in the population with IBD and four
symptom clusters namely, somatic-affective, low self-esteem, suicidality, and anhedonia are
identified to describe the psychopathology of clinical depression. Each cluster seems to be linked to a
different etiology. The aim of this study was to identify depressive symptoms related to inflammatory
disease activity in youth with Crohn's disease (CD).

Methods: Youth (ages 9-17) with CD (n = 765) were recruited at Boston Children's Hospital and
Children's Hospital Pittsburgh. Children's Depressive Index (CDI) was used for initial screening and a
score of ≥12was considered to represent clinically significant depressive symptoms (CSDS).
Disease activity was measured using the Pediatric Crohn's Disease Activity Index (PCDAI) which is a
multi-item instrument consists of four general fields: history, physical examination, growth
parameters, and common laboratory tests. Data regarding demographics, inflammatorymarkers
(C-reactive proteins, cytokines, ESR, etc.), IBDmedications (steroids, biologics, immunomodulators),
and prior surgery (ostomies, etc.) were obtained from the EMR.

Results: The study recruited 550 CD patients with equal gender distribution and an average age of 14.4
years. Mean PCDAI score was 13.6, indicatingmild disease. Score of 41% indicated to be in
remission and out of the remaining 59%, one third hadmild symptoms, while 6.4% hadmoderate,
and 7.3% noted to have severe disease. At baseline, 38.8%met criteria for CSDS, of whom 9.4% had
prior surgery, 12.3% ostomy, and 28.1%were on corticosteroids. Somatic-affective symptoms
presentation was significant in the females, patients on corticosteroids, those with elevated PCDAI
scores. Elevated ESR, or lower hematocrit or albumin was also related to this category of symptoms.
Similarly, anhedoniawas linked with elevated PCDAI subjective and objective lab scores, ESR, CRP,



and those on corticosteroids. Low self-esteem and suicidality correlated with the subjective PCDAI
subscale (P < 0.01), but NOT with inflammatory markers.

Conclusions: Inflammatory markers (low hematocrit or low albumin, and with high ESR),
corticosteroid therapy, female gender and disease activity are significant predictors of
somatic-affective symptoms and anhedonia in youth with IBD. Social support, coping styles,
childhood trauma, and disease course should be evaluated as potential predictors of these clusters.
Identification of symptom profiles can guide treatment of comorbid IBD and depression. Even if
somatic-affective symptoms stem from inflammation, referral to psychotherapy can improve
symptomsmore rapidly.

Take-away: Somatic-affective depressive symptoms and anhedonia clusters are highly correlated in
youth with IBD and could be predicted by the presence of inflammatory markers and active disease.
Early detection and referral to psychotherapy may have positive outcome in spite of the inflammatory
origin of symptoms. Low self-esteem and suicidality are not correlated with inflammatory markers.
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Neurocognitive Late Effects in Childhood ALL Survivors Treated
with Chemotherapy

Background and Objective:
With improving survival rates for childhood ALL, long-term effects of CNS-directed therapy has been of
increased concern. CNS-directed radiotherapy is now rarely used due to its adverse effects on brain
development and intellectual functioning; it has largely been replaced by chemotherapy with
methotrexate. Early studies have suggested that while chemotherapy-based treatment does not have

https://urldefense.com/v3/__https:/www.ncbi.nlm.nih.gov/pubmed/26849734__;!!NZvER7FxgEiBAiR_!u7w8KsRUE6tmCv3CSG6XO-3i96gKcMS_3FPmMvJdIUepbAVYR5C60jDz5luQX3eb9wOKK0yDJi_fQ6yvqA_rKfqTLDrU$


as great an impact on cognitive functioning as radiotherapy, and does not appear to affect general
intellectual ability, there may be negative effects on specific neurocognitive domains. This study
conducted in Norway aimed to examine neurocognitive function in very long-term childhood ALL
survivors treated with chemotherapy, and to investigate associations between neurocognitive
performance and individual treatment load.

Methods:
One hundred and twelve adult ALL survivors diagnosed before age 16 and treated with chemotherapy
only, and 100 comparison peers, underwent neuropsychological tests examining processing speed,
executive functions, working memory, and verbal learning andmemory. Individuals’ treatment
regimens (cumulative doses of cytostatic agents) were extracted from their medical records and
compared with poor neuropsychological performance.

Results:
Mean IQ between survivors and the comparison group was not significantly different. In specific
neurocognitive domains, however, specifically processing speed, executive function, and working
memory, survivors performed significantly more poorly. Rates of poor cognitive performance (greater
than 1.5 standard deviations below the control mean) were 22% for processing speed, 31% for
executive function, 34% for working memory, and 16% for verbal learning andmemory. There was no
association between poor neurocognitive performance and cumulative doses of chemotherapy, age at
diagnosis, or gender.

Conclusions / Commentary:
This study provided long-term analysis supporting established concern that chemotherapy for ALL
may cause specific neurocognitive impairments, raising important issues regarding informed consent
for patients considering this treatment. Interestingly, there did not appear to be a dose-related
association between chemotherapy and specific impairments. This raises the question of whether
there may be other factors contributing to these impairments (e.g. corticosteroids, cancer itself,
trauma?). It also underscores the need for additional research regarding protective factors that could
counter neurocognitive impairment.

Take-away:
Specific neurocognitive impairment late effects are highly prevalent in survivors of childhood ALL.
Additional research is needed to clarify the mechanism of these impairments, and to identify
protective factors to help ameliorate the neurocognitive effects of this disease and its treatment.
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Pharmacotherapy in Anorexia Nervosa and Bulimia Nervosa

Background and Objectives: The objective of the paper was to review the scientific evidence for both
efficacy and safety of pharmacotherapy in children, adolescents and adults with an eating disorder.

Methods: The authors conducted a search of two databases (Medline and PsycINFO) for randomized
controlled trials, open trials or case reports on pharmacotherapy of Anorexia Nervosa (AN), Bulemia
Nervosa (BN) and Binge Eating Disorder (BED) from 1960 to May 2010. Other systemic reviews, meta-
analysis and NIDA and APA guidelines were also included. This summary is focused onmedications
that had some evidence in adolescents and children.

Results:
AN: As for SSRIs, two parallel studies for fluoxetine 20-60 mg vs. placebo showed not only no
difference in weight gain or ED symptoms but also no difference in associated depression, anxiety and
obsessive-compulsive symptoms. Two separate one year relapse prevention studies gave conflicting
results, one showing some benefit (Kaye et. al 2001) the other showing no benefit (Walsh et. al 2006) in
weight restored patients. A retrospective study in adolescents showed no benefit in AN with fluoxetine,
fluvoxamine or sertraline when compared to unmedicated adolescents. As for atypical antipsychotics,
olanzapine had the most evidence with three small randomized controlled trials in adults and several
small case series in children and adolescents showing improvements in depression, anxiety, agitation,
anorexic ruminations as well as weight gain. The authors also concluded that typical antipsychotics,
tricyclic antidepressants and appetite enhancers e.g. cyproheptadine or bisphosphonates / estrogen
for osteopenia demonstrated no benefit and were not recommended.

BN: Fluoxetine 60 mg/day has robust evidence in randomized controlled trials in adults and an open
trial in adolescents for reduction of bingeing and purging as well as core eating attitudes and
associated depression symptoms. Similarly, a randomized controlled trial for sertraline 100mg/day
showed efficacy in reducing binge/purge episodes while fluvoxamine yieldedmixed results.

Conclusion/Commentary: Evidence base for use of medications in children and adolescents with
eating disorders is extremely limited. No randomized controlled trials exist in this population, leaving
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the burden of evidence on case series or adult trials. For AN, adult trials are limited by small sample
sizes and high dropout rates. This review concludes that pharmacotherapy research in ED has a long
way to go and novel pharmacological compounds targeting dietary restraint or binge eating as well as
maladaptive weight-shape cognitions are needed.

Take Away: SSRIs do not offer benefit for core AN symptoms OR associated depression and anxiety in
underweight patients. Therefore, the focus of treatment should be evidence based psychotherapy and
weight restoration. Olanzapine has shown benefit in small studies for weight gain and ED cognitions.
Fluoxetine and sertraline have evidence-based benefit in reducing core eating disorder symptoms and
associated psychopathology in BN.
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