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* Primary outcome: Monthly suicide rate ratio

 Suicide was the tenth leading cause of death in the United N N Table 1. Pediatrics only population * In the short-term, monthly rates of suicides and suicide
States and the third leading cause of death among U.S. e e e dE e 00 000 attempts in pediatric patients and young adults significantly
children and adolescents (1-19 years old) in 2017.72 From U.S.Census California population Row Confidence Interval | Conf. Level | From To Level decreased after the FDA implemented the suicidality boxed
2000 to 2014, the number of suicides from poisoning . Rate in analysis population 27 (4, 36) 100% | -0.13903 | 0.022092 2 warning on antidepressants in October 2004. However, the May
|ncreased by 385%, with around 90% of those deaths Rate Ratio = Rate among ol age groups 9% 9 106 99° 0.022002 012 5 . 2007 age extension to |nC|Ude yOUﬂg adU|tS was fO”OWed by a
involving medications.34 (79, 106) % : 0. 1247 significant increase in monthly rates of suicides and suicide
« Cumulative sum (CUSUM) control chart tests 123 (111, 134) 100% -0.12447 | 0.055933 5 [ attempts.
* In October 2004, the U.S. Food and Drug Administration ' ifi ici '
: _ : g ' identified the months when suicide rate ratios 165 (162, 168) 100% 0055933 | 0.34224 4 1 . .
(FDA) required antidepressants to include a boxed warning changed significantly, and they were used as  More research is needed to understand, monitor, and reduce
that suggested an increased risk of suicidal ideation and intervention time points in interrupted time series possible unintended effects of FDA actions and warnings.
behavior in pediatric patients (0-17 years old) with psychiatric analyses (ITSAs). . )
disorders.5 In May 2007, the FDA extended the age range to Table 2. Pediatrics and young adult population DiSCU.SSiOﬁ
include young adults up to 24 years old.® * Linear .and nonparametrlp polynomial smoother Row Confidence Interval | Conf. Level [ From To Level
regression models graphically presented changes
+ Assessing the effectiveness of this warning and age in the monthly suicide rate ratios in relation to the S (5 119) % 024522 | 0.19958 4+ N «  The October 2004 FDA boxed warning may have had less of
extension is crucial for reducing preventable suicides and significant time points. 123 (116, 128) 100% 0.19958 | 0.32069 2 I an effect on suicides and suicide attempts with
suicide attempts mvolvmg antidepressants in the pediatric . Natural | o . e rate rat - P oy ooes | o200 R — antidepressants in pediatrics compared to the FDA’s
and young adult populations. atural logs of the monthly suiciae rate ratios announcement in June 2003 regarding their review of
ensured assumptions for the CUSUM tests and 184 (161, 190) 90% 0.46382 0.5429 2 ] paroxetine use and increased suicidal ideation and behavior.
_ October 2004: FDA May 2007: FDA ITSAs were met.
June 2003: FDA requires boxed extends the age of . . . .
’e;fsell”jf';‘lfiﬁg:fd e ! ot)l(m:dsxg:mgyon « While our study suggests there are risks associated with the
ti)(;?;t‘ilci):r:zg‘ regalg:;gl]igfirse:?:d _antlidepres:mts i FDA boxed warning gnd age extension, it is dlfflfJUH t(?
paroxetine use patientsi0-17 yoers '"fougj 3222“5 P conclude whether this was the result of the FDA’s actions,
media coverage of the boxed warning, or other causes.’
o Results - Regressions L
Ob]@Cth@S Limitations
. . Figures 1 and 2 Pediatrics Only ITSA Linear Regression for Pediatrics Only Nonparametric :’oc:lil’rlz?;itz::cssnz)olﬁ;her Regression ° Because reports tO the CPCS are Voluntary, true rateS Of
To examine the impacts of. o o . g e suicides and suicide attempts involving antidepressants were
. « Significant changes in suicide rate ratios s £ potentially underestimated.
1. The October 2004 FDA boxed warning on the rates of detected close to June 2003 (row 42) and >
suicides and suicide attempts involving antidepressants in May 2007 (row 89). [Table 1] S E « Recall and response biases could have contributed to
pediatrics (0-17 years old) > - misclassification of cases in the CPCS database.
, o * Monthly suicide rate ratios significantly g 3
2. The May 2007 age extension on the rates of suicides and decreased after June 2003 (P<0.0001) but 5 . 3 y - This study was limited to generalizing results in the California
S:JOIICIde attempts in pediatrics and young adults (0-24 years significantly increased after May 2007 ol , , , , s % o %0 250 pediatric and young adult populations.
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old). (P<0.0001). R e
® Inm_caa Linear prediction kernel = epanechnikov, degree = 2, bandwidth = 18, pwidth = 41.18
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Figures 3 and 4. Pediatrics and Young
ITSA Linear Regression for Pediatrics and Young Adults Nonparametric Polynomial Smoother Regression 1 Suicide. National Institute of Mental Health.
Ad u ItS for Pediatrics and Young Adults
Data Sources o - | § e e o pease ool nd Preventon
« Significant change in suicide rate ratios g £ o - | |
. . : : tect I to May 2007 (row : £ : B ol ol govinehaldata, mecessIVialstatsonine.nim. Accassed My 23, 2020.
« 23,473 cases of suicides and suicide attempts involving a g?)r?gdiigeoﬁe?val?r):cll?o(ljed(gctOSbge)r 2004 & 3 < nipede gounehs/cata acoesslaisiatsonine him. Accessed Hay 22 2020
single antidepressant for all ages reported from January 2000 5 5 4 Wamor M. hn L, Makuo D, Anderson RN Minfo AN, rug pesoning desths i the Und States, 19602008, NCHS Data Brit.
to July 2016 were extracted from the California Poison (row 58). [Table 2] s ] o
‘3 % o 5. Center for Drug Eva_lqation and Resgarch. Suicidality in Children and AdolescentslBeing Tlreateleith Antideprgssant I\/_Ie_diclationsl. uU.S.
CO”trOl SyStem (CPCS) database N Monthly SU|C|de rate ratlos S|gn|f|Cant|y Z o4 z | | o | | zgg_dazgldeSDgggtigg}r;ttzgfend-l;:Ezég/:(\;\/smslggiﬂc;\é/iig%i/séz::n;:;I;szl:rgg;izf;t%-fnzf(c));r(’r;.anon-panents-and-prOV|ders/SU|C|daI|ty-ch|Idren-
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. . . . . decreased after October 2004 (P—0002) 0 50 e (20 200 Month 6. McCain JA. Antidepressants and Suicide in Adolescents and Adults. P&T. 2009 Jul; 34(7): 355-367, 378.
* Analysis populations: pediatrics only (0-17 years old), but significantly increased after May 2007 * r_cayea . . - | | |
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