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‘ e extent to which antidepressant
use during pregnancy is associ-

ated with increased risks of post-
natal adaptation syndrome (PNAS),

pérsistent pulmonary hypertension in -

the newborn (PPHN), first-trimester
teratogenicity, stillbirth, and infantmor-
tality is explored in 2 recent studies, "

In a recent interview, lead author
Nancy Byatt DO, MBA, a perinatal
psychiatrist and Assistant Professor of
Psychiatry and OB- -GYN at the Univer-
sity of Massachusetts Medical School,
said that depression and anxiety are
very common during pregnancy and
the postpartum period. Approximately
18.4% of women suffer from antenatal
depression, and as many as 19.2% ex-
perience postpartum depression. In the
third trimester, 1 of 5 women (21.7%)
experiences anxiety disorders, and in
the first 3 postpartum months, 11.1%
have an anxiety disorder.!

In economically developed coun-
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tries, the prevalence for depression
during pregnancy ranges between 7%
and 19%, according 1o obstetrician and
epidemiologist Olof Stephansson, MD,
PhD, of the Karolinska University Hos-

pital Solna in Stockholm, who is also
lead investigator on arecent study that
assessed the relative risks of stillbirth
and infant mortality associated with
SSRIY use during pregnancy.?
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- Byatt-told Psychiatric Times that
conflicting data have.led to -major -

_ controvérsies regarding antidepressant

use during pregnancy. To help provid-

. ers “understand the risks and benefits

of using antidepressants during preg-
nancy and apply that knowledge to
enhance clinical care,” she and col-
Ieagues copducted an extensive re-
view of the literature between 1966and .

2012,

Ant1depressants consuiered in’ the o

review included SSRIs, SNRIs, and
* norepinephrine’ reuptake inhibitors.

According to Byatt, the review focused -
on outcomeés that “have the most
controversy surrounding them.” These
are congenital malformatjons, PNAS,
and PPHN.

| Results

“The current evidence for malfor--
mations is limited because of incon-
sistent findings and limited method-
ology of the published studies,” the
review authors wrote. “Few studies

{Please see Antidepressants and Preégnancy, page 4)
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| 'ﬁ Psychiatrist Sentenced Af

ter a

Murder Commltted by Her Patlent

hy Caro! Junas MD -
and N_ldal N_ab_han Abou, MD |

age 58, received a 1-year sus-
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pended pI‘lSOIl sentence by the Crnn-

" inal Court of Marséille, Dr Canarelli
* had been found guilty of multiple:

" g0 Décember 18, 2012, French |
' Ppsychiatrist Daniele’ Canarelli, -

practitioner failures and misconducts
after one ‘of ‘her pat1ents-—Joei

.Ga111ard—k111ed 80~year—old Germam

GN H'BI!IS ¥ lI.Ebﬁ.}'.'

Trabuc on March 9, 2004 The court

also sentenced Dr Canarelli to pay. s
7500 euros and 1000 euros, respec- . -

tively, to each of Mr Trabuc’s sons. -
French psychlatrlsts rarely face

lawsuits.! In cases involving harm by.
a patient to a third party, a hospital or .

insurance company usually- assumes
'I1ab111ty and pays for damages. Legal

. cases that result in prison sentences for

psychiatrists remain exceedingly rare.
That is precisely why this case has
caused such a stir in Europe.

Some background on this case Joel
Gaillard had been Dr Canarefli’s patient
for nearly 4 years, between 2000 and

2004. During that timé, Gaillard was

repeatedly and mandatorily hospital-
' {Please see Psychiatric Liability, page 5)
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have controlled for maternal illness, and therefore
do not take into account whether reproduttive
outcomes are due tor matemal illness or anndepres—
sant exposure.”

“Therte are some 1nd1v1dua1 studies that show a
risk between specific SSRIs and birth defects, but
if you look at the overall evidence, it has not been
consistently observed, which is very reassunng,”

" Byatt said:““There has not been any single malfor-

mation that has been consistently observed across

studies with any commonly used antidepressant” -

The investigators concluded that PNAS oe'curs‘in

up to 30% of neonates who are exposed to antide- -

- pressants in late pregnancy. Bu, it is a transient
- syndromie that typically resolves in days and in
rare cases, a few weeks.

“The PPHN literature is limited by small and/
or uncontrolled studies,” according to Byatt and
her group. In addition, “there are “other reported
risk factors, including race, method of delivery,
obesity, asthnia, and diabetes that many studies do
not take into account.” The evidence regarding the
risk ‘of PPHN because of in utero antidepressant
exposure remains inconclusive. Some studies
suggest a small association, and other stud1es.
suggest 1o association:’

Byatt pointed to changes in dru(Jr safety advi-
sories on SSRIs and PPHN over the years. In 2006,
‘the FDA issued a Public Health Advisory waming
of a'possible link between SSRI antidepressant
“use during pregnancy and reports of PPHN.
However, in 2011, the FDA, in a Drug Safety
Communications, said’ that given: conﬂlctlng
results from different studies, it is “premature to
reach any conclusion about a possible link between
SSRI use inpregnancy and PPHN.”

“Overall, we do not recommend discontinuing
"SSRIs in pregnant women because of the risk of
PPHN,” Byatt said. The literature and her commu-
nications with other experts in the women’s mental

on antidepressant use in pregnancy was published,
an article by Nulman and associates® appeared
on the neurodevelopment of children following
prenatal exposure to venlafaxine (Efféxor), SSRIs,
or untreated maternal depression. Those investi-

-gators concluded that factors other than antide-

pressant exposure during’ pregnancy predicted
children’s intellect and behavior and that children
“of depressed mothers may be at nsk for future
-psychopathology. :

“You can extrapolate from the study that if you
can help mom go into the postparturn period well
and healthy with her symptoms in remissionas

miuch as possible, you can set the stage for morh |
~ to be in a position to care for the baby in'such a

way that would mitigate the child’s risk of having

his or her own future mental health symptoms -

Byatt said. -

‘Byatt was somewhat critical of a teview that
discussed the impact of SSRI$ on fertility, preg-
nancy, and neonatal health,* Domarand colleagues’
contended that there is evidence of risk with the
use of SSRI antidepressants by pregnant women,

that there is no evidence of 1mproved pregnancy -

outcomes with SSRIs, and that pregnant women,

prov1ders and the public should be advised of this. -
Byatt sa1d that rather than conductmCr a systematlc :

review of all the available evxdence and coming to

| nonblased conclusion, Domar and colleaﬁues

cited a “few articles that support thelr conclusmns
which can worsen the stigma: and confus1on sur-
roundmcr depressmn treatment durmg pregnancy

SSRIs and infant death :
Byattdescnbed therecentpopulanon based cohort -
study by Stephansson and colleagues? as a “well
done and very reassuring study.” Analyz_mg data
from Denmark, Finland, Iceland, Norway, and
Sweden, Stephansson and colleagues looked at the

use of SSRIs during pregnancy and th'e risk of

stillbirth and infant mortality. The large size (more
than 1:6 million births) facilitated the study of rare

'pregnancy outcomes, such as stillbirth, neonatal
death, and postnéonatal death, Stephansson told

Psychzamc Times. . _

For the study funded by the Swed1sh Pharmacy, N
Company andthe authors’ afﬁhatlons the résearch-
ers Obtalned information on maternal-use of SSRIs
from prescnpuon registries. Exposure was defined
as 1 or more filled prescriptions for an SSRI from

'3 months before the start of pregnancy until birth.
The researchers also gathered information on..

maternal characteristics, pregnancy, and neonatal
outcomes from patient and medical birth’ regis- -
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oof a p0331b1e link between SSRI antldepressant

“use during pregnancy and reports. of PPHN.
However, in 2011, the FDA, in a Drug Safety
,"_Commumcatlons, said ‘that glven conﬂ1ct1ng

" results from different. studies, it is “premature to -

reachany. conclusion abouta possible link between
SSRI use in’pregnancy and PPHN.” :
' Overall we do not recornmend discontinuing

'SSRIsin pregnant women because of the risk of -
" PPHN,” Byatt said. The literature and her commu-. |

‘nications with other experts in the women’s mental

. health field indicate that “the overall data on SSRI

‘uséin pregnancies is reassuring. SSRIs are consid-

~ eredto be relatively safe for usé during pregnancy

and the postpartum period.” " There are limited data

-regarding other classés of antxdepressants “The
' available studiesare reassurm 2,but not deﬁmtwe

”",she sald

Risks of untreated clepressmn/anxnety
Understandably, providers may worry about the

medjcation risks for the pregnant woman and her -

- fetus/child, Byatt.said, but equally important are
‘the  risks of untreated depression and anxiety.

: “Prenatal depressmn and anxjety can lead to

rmssed obstetrical appointmerits, poor nutntlon
poor sleep, and substance- abuse,” she said.
- “Depression also has been 'associated with poor
birthoutcomes, including pretermbirth, preeclamp-
sia and an increased nsk for dehvery of alow birth
weight infant” . -

“To assist clinicians in working with their preg-
‘panit patients, Byatt and colleagues included a
Table of treatment recommendatlons in their ar-

ticle. These include using the lowest medication®

dose possible while avoiding undertreatment;
avoiding polypharmacy; and maximizing nonmed-

- ication, evidence-based treatments.
-At about the same time their literature review
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- tries. They then estimated relative risks of still-

. birth, neonatal desth, and postneonatal death as-
‘ -,Socmted with SSRI use during pregnancy, taking
into account maternal charactenst:cs and previ-
ous psychlamc hospltahzauons
~ ‘Among 1,633,877 smgleton births in the study

: ~from- 1996 to 2007, there were 6054 stillbirths,

3609 neonatal deaths, and 1578 postneonatal
deaths. A total of 29,228 mothers (1.79%) had
filled a prescription for an SSRI during pregnancy.

“Women taking SSRIs had slightly increased
rates of stillbirth and postneonatal death,” said
Stephansson, Associate Professor at Karolinska
University’s Clinical Epidemiology Unit. Women

exposed to an SSRI had higher rates of stillbirth -

(4.62 'vs 3.69 per 1000) and postneonatal death
{1.38 vs .0.96 per 1000) than those who did not.

The rate of neonatal death was similal_" between’

groups (2.54 vs 2. 21 per 1600). _
-However, when the researchers cons1dered ma-
ternal factors, there was no association with SSRIs
and stillbirth or infant death rates, Stephans-
son said. Such factors included a hlstory of the

severlty of the psychiatric disorder among wom- -

en taking SSRI drugs during -pregnancy, their
older age, the tendency for them to be smokers,
and the greater incidence of diabetes and high
blood pressure.-

The researchers acknowledged that they might
* have overestimated the actual use of antidepres-
sants, because having a drug prescribed doesn’t
always equate with using it. Stephansson noted
that the study findings need confirmation by other
studies in different settings. He added that the
Nordic tearn of researchers has been looking at
. various issues involving SSRI use and pregnancy.
Last year, in a large, multinational cohort study,
Kieler and colleagues® found the risk of PPHN
““after exposure to any SSRI in late pregnancy was
more than doubled.”

The results indicate that out of 11 014 mothers
- who used antidepressants in late pregnancy (later
than gestational week 20), 33 babies (0.2%) were

: Psychlatrrc Llablllty

- Contimed from page 7

ized at the request of his family or - the reglonal
government’s social services.

On the day that Gaillard murdered Trabuc, he
was on probation and being treated as an outpatierit.

As such, Gaillard was the legal responsibility of

the psychiatric hospital Twenty days before the
murder, Dr Canarelli had ordered the re- hospital-
ization of her patient, but the patient escaped dunng
a consultation.

The jury found numerous and repeated lapses
in judgmentand actions on Dr Canarelli’s part. At

the start of the trial, the court pointed out that the
“law does not require from the physician an obli- .
gation of result” and that “predictability and zero

risk do not exist.” The court also reassured psychi-
atric professionals by declaring that the case did

not pertain to the entire profession. It was said at
- the trial that “the court is-not judging psychiatry

here, but rather a very specific case with a specific
misbehavior of the treating doctor.””

Several acts of neghgence were brought against
Dr- Canarelli. Charges outlined in the judgment
text stated that under her superv151on the 4 years
of therapy were marked “beyond any doubt” with
“a succession of failures” and her attitude “resem-
bled blindness.” These charges were based on the
foHowing: _

Despite “an escalation of acts of aggression,.of
increasing severity” perpetrated by the patient
while he was in treatment, “Dr Canarelli remained

- stubbornly attached to her treatment approach and

ignored such obvious alarm signals. She did not
question her methodology orchange her approach,
thus creating or helping to create the situation that
led to the realization of the crime.”

The doctor also failed to “establish the correct

diagnosis.” This assertion may be debatable, but

her reports concerning the patient revealed that
she sometimes ruled out psychosis, which was
noted by all the other doctors who examined the

www.psychiatrictimes.com

she received, and dicn’ i put itto pfoper'use'diiring
her counseling appomtmem of February 19 2004

with the patient.”

Dr Canarelli ]ustxﬁed the non-use of coercwe
measures during therapy by ‘the need to establish
and maintain a trusting relationship with the
patient.” The court did not share this reasoning
and argued that while therapeutic alliance is- of

“major- impoi‘"tanc'e the relationship of trust ©
not an end in itself but only a means for panent
adherence for the best outcome.” :
" Dr Canarelh §-conviction was mamly based on.-
the principles of Afticle 121-3 of the Penal Code
(Box). According to the court, a series of faults or.
acts of negligence occurred that justified her 1-year -
suspended prison sentence. :
~ Thiscase has spread a feeling of anxiety among
French psychiatrists, who are now bound to manage
the “dangerounsness” of their patients—as if they

" are -able to predict and neutralize any possible.

dangerous acts that their’ patients-might.comnmit. - -
The case also led to the creation of law 201 1-803,

on July 5, 2011: The objective of that’ lawisto '

ensure that “dangerous” 'psychlamc pauents are -
monitored and attended to.> :

In particular, this law replaced the ‘exit test”
with “ambulatory care without consent.” In prin-
ciple, the law enables greater intervention by
psychiatric teams. However, it also increases the
responsibility of doctors by requiring more trans-
parency (methodology, location where the treat-
ment is administered, frequency of visits or
consultations, etc) and obligates them to notify
authorities if the patient does not adequately follow
the therapeutic program. In this new, legally bind-
ing context, French psychiatrists now justifiably
believe that lawsuits against them will become
more. frequent. :
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. 1gnored such obvious alarm s1gnals She did not

question her methodology or change her approach, -
thus creating or helping to create the situation that.

. led to the realization of the crime.”

The doctor also. falled to “estabhsh the correct

' diagnosis.” This assertlon may be debatable, but’

her reports concermng the patient revealed that

- she sometimes ruled out psych031s whrch was
“noted’ by all the other doctors who’ exammed the ¢
- patrent as weII as by the. expert who was appomted

to the coiirt after the murder, - R :

" The court found 4 cIear dlscrepancy between
the mental disorder metrculously described by the
doctors who recommended “hosprta]rzatlon with-
outconsent.” and the therapeutic approach adopted

stated by experts who exammed hrm on those
occasions. ‘

- Dr Canarellis eontmued with'the same therapeu- '

tic ‘approach and prescribed successively longer

“exit tést” periods oufside of the, hosp1ta1 éspe-
' cially from October 2003 onward——desplte several

‘alarmmg mmdents and alerts” of Wthh she had
been aware, - . :
Dr Canarelli was also accused of. fmhng to take

-into consideration the experts’ recommendation
in 2001 to transfer ‘her patient to a .Specialized

facility at that tlme there were 4 such facilities in -

. Prance’ where extreme cases: were, adrmtted) Nor -
- - did she consuier the experts’ request to tiansfer-

the. panent for treatment by another therapeuttc
team.
~In January and1 Febmary of 2004 Dr Canarclh

. had received alerts from the mental health center
-and the patient’s family. But “she did not make

any concrete concIusron out of the mfonnatlon

more. frequent

AULIVLILSS Lt LIS DAUCHLAVES nOT adequately tollow
the therapeutlc program, In this new, legally bind-

-ing context, French psychratnsts now Justifiably
believe that lawsu1ts agamst them will become :

‘. (Please see Psychiatric Liability, page 9)



