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SUMMARY

In 2019, some restrictions for use of valproic acid in women with reproductive potential by regulatory authorities and the
original drug manufacturer based on the results of studies in real clinical practice were introduced. During 2019-2021, there
were a further clinical data accumulation and labeling changes. The review presents a critical analysis of the changes in
prescribing information and product label. There is a long lead time from the moment when safety data become known to the
moment when changes are made to the medicinal product label and patient brochures. Some of the changes, including the
need for high doses of folic acid to prevent neural tube defects, are debatable. Repealing the provision for mandatory archiving
of informed consent forms for valproic acid use in girls and women raises legal risks. Improvements in pregnancy prevention
programs and further research on the safety of valproic acid in real-world clinical settings are needed.
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PE3HOME

B 2019 . 661511 BBEIEHbI OCHOBAHHbIE HA pe3ysibTaTtax UCccieJoBaHNiA B PeasibHO KIIMHUYECKON NPAKTUKE OrPaHnYnTeNIbHbIe
[IeNICTBMA CO CTOPOHbI PErynsiTOPHbIX OPraHoB ¥ NPOM3BOAUTENS OPUTMHANILHOrO NpenapaTta B OTHOLIEHUU NPUMEHEHNs
BaJIbNPOEBOW KUCNOTbI Y XEHLMUH C PeNPOAYKTUBHbIM NOTeHUManom. B Teyenne 2019-2021 rr. npomcxoamno gansHeiiee
HaKOM/EHMe [aHHbIX U B WHCTPYKLMM NO MEAWNLUHCKOMY MPUMEHEHWUI0 NepuoaNYecK BHOCMNIUCL U3MeHeHus. B 063ope
npeAcTaBieH X KpUTUYeCKNin aHanm3. OTMeYeHO, YTO MPOXOAUT A0NTOe BPEMS OT MOMEHTA, KOrAa AaHHble 0 6830MacHOCTM
CTAHOBATCS U3BECTHbI, 0 MOMEHTA BHECEHUS U3MEHEHWUI B UHCTPYKLMM MO MEAULMHCKOMY NMPUMEHEHUIO 1 BpOLLIOpbLI AN
NaLMeHTOB. HacTb M3MEHEHWIA, BKIOYAs HEOOXOAMMOCTb NPUMEHEHUS BbICOKUX 103 (PONMEBON KUCNOTbI ANs Npeaynpex-
JleHns neeKTOB HEPBHOM TPYOKM, ABNAKTCA AUCKYTabenbHbiMKU. OTMEHA NMONOXeHMs 06 0653aTeNIbHOM XpaHeHun popm
MH(OPMUPOBAHHOIO COrnacus Ha WCnonb30BaHNe BanbNnpPOeBON KUCIOTbI Y AEBOYEK 1 XKEHLLWNH MOBbILIAET HPUANYECKMNE
puckn. Heo6xoMM0 COBEpPLIEHCTBOBAHME NMPOrpaMm npeaynpexaeHns 6epeMeHHOCTY 1 JaNbHenllme nccnegoBaHms 6e3o-
MaCHOCTY BanbNpPOEBOI KNCNOTbI B YCIOBUAX PeaNbHO KNUHUYECKOW NPaKTUKK.

KNH4EBDIE CJIOBA

dnunencus, 6epeMeHHOCTb, TEPATOreHHOCTb, CePbe3HbIe BPOXKAEHHbIE MOPOKN Pa3BUTUSA, CUHAPOM Aeduumuta BHUMAHNUS
C runepakTuBHocTblo, GBI, ayTnam, paccTpoiicTBa ayTuctmyeckoro cnektpa, PAG, BanbnpoeBas KMcnoTa, Banbnpoar, Ha-
pYLUEHUS cryXa, HapyLleHns epTUNLHOCTI Y MYXXHIH, NPOrpamMmma npeaynpexaeHns 6epeMeHHOCTH.

Ctartbs noctynuna: 15.09.2021 r.; B gopa6orandHom suae: 05.10.2021 r.; npunaTa k neyatu: 05.10.2021 r.
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ABTOpbI 3a8BNAOT 06 OTCYTCTBUM HEOOXOAUMOCTU PACKPbITUS KOH(DNNKTA MHTEPECOB B OTHOLLIEHUN AAHHON Ny6ANKaLuN.
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INTRODUCTION / BBEIEHHUE

It is a general medical advice that valproic acid can
be prescribed if other antiepileptic drugs are ineffective
and/or poorly tolerated [1, 2]. In real-world evidence
studies related to children born to mothers using
valproic acid during pregnancy, it has been proven an
increased risk of neural tube defects, as well as an
increased risk of impaired cognitive functions, of
development of attention deficit hyperactivity disorder
(ADHD), of autism and autism spectrum disorders [3—
8]. Based on this, in 2018-2019, worldwide regulatory
authorities have imposed restrictions on the use of
valproic acid in women of childbearing potential [9-13].
Changes have been made to the instructions for the
medical use of drugs containing valproic acid. A
pregnancy prevention program has also been proposed
for women taken valproic acid, including a physician's
guide, a patient information brochure, and an informed
consent form to be completed and signed where the
patient (or her caregiver) confirms that she is aware of
the risks of assuming the drug.

In particular, in Russia, under the auspices of the
Russian League Against Epilepsy (RLAE) and the
Institute for Preventive and Social Medicine, the
PREVENT program was implemented, developed on
similar programs in Western Europe, as well as
documents were provided by the Department of State
Regulation of the Circulation of Medicines of the
Ministry of Health of Russia, Federal State Budgetary
Institution Scientific Center for the Expertise of Funds
Medical Use of the Ministry of Health of Russia and by
the manufacturer of the original preparation of valproic
acid Depakine® (Sanofi, France) [14].

In 2019-2021 new information was introduced in the
Instructions for medical use of the original drug [15—
17]. The letter from Sanofi (France) was distributed to
healthcare professionals, in which the manufacturer
informs about the update of the brochure for healthcare
professionals and patients on the use of valproic acid
[18].

In this regard, it seems wise to make a brief overview
of these changes and additions, as well as to familiarize
epileptologists, neurologists, obstetricians-gynecolo-
gists and doctors of other specialties, all those involved
in the management of women in reproductive age using
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valproate and of children born to mothers which used
valproic acid during pregnancy.

CHANGES IN THE INSTRUCTION

FOR MEDICAL USE / U3BMEHEHU A

B HHCTPYKIIUY IO METUITHHCKOMY
IIPUMEHEHHUIO

Although in the Cover Letter to healthcare
professionals [18], the manufacturing company refers
to the update of the Instructions for the Medical Use of
valproic acid preparations Depakine® Chronosphere
and Depakine® Chrono, approved by the Ministry of
Health of the Russian Federation on July 5, 2021, but
there is no any information on whether the Patient
Brochures have been previously updated to comply
with these changes.

The product labels for both extended-release forms
of the original valproic acid products placed on the
official website of the State Register of Medicines
contain four Amendments each with different dates of
changes.

In Amendment No. 1 (August 28, 2019), in the section
“Pharmacological properties” of Depakine® Chrono-
sphera Instruction for the Medical Use it was added the
information about features pharmacokinetics of the
drug during pregnancy: valproic acid crosses the pla-
cental barrier. Several publications have assessed the
concentration of valproate in the umbilical cord of new-
borns after birth. The serum concentration of valproate
in the umbilical cord, reflecting the concentration of val-
proate in the fetal blood, was the same or slightly higher
than in the blood of the mother. The information that
valproic acid crosses the placental barrier in animals
and humans was also added to the section “Use during
pregnancy and during breastfeeding” [19]. In addition,
the section “Teratogenicity and congenital malforma-
tions” has been significantly expanded. It was updated
with information that the available data support an in-
crease in the incidence of malformations. The most
common malformations include neural tube defects, fa-
cial dysmorphism, cleft palate, craniostenosis, heart,
kidneys, and genitourinary system malformations, limb
defects (including bilateral radius aplasia and multiple
abnormalities of various systems). Finally, crucial infor-
mation was added: “If taken during pregnancy, valproic
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acid can also lead to fetal hearing impairment or loss
due to malformations of the ears and/or nose (second-
ary effect) and/or direct toxic effects on the hearing or-
gans” [19]. Although indications of frequent (=1/100 and
<1/10) hearing disorders and labyrinth disorders in off-
spring’s of patients using valproic acid were given in
earlier  versions of  the Instruction [15],
details about intrauterine exposure were given only in
this Amendment of the Instruction.

In Amendment No. 2 (June 30, 2020), information on
hearing impairment was expanded again with the
addition of many details and recommendations: it is
indicated that cases of development of unilateral and
bilateral deafness or hearing impairment have been
reported [20]. Outcomes are not known for all cases.
The status of most cases with a known outcome is no
recovery. Monitoring for signs of symptoms associated
with ototoxicity is recommended. Also, while the
previous version reported limited data on the greater
likelihood of developing ADHD in children exposed to
intrauterine exposure to valproic acid, the June 30,
2020 version clarifies that, based on data from a study
using Danish patient registries, such children are
approximately 1.5 times more likely to develop ADHD
compared to the population of patients who have not
been exposed to valproic acid [20].

Previously, the Instruction for Medical Use indicated
the reversibility of fertility disorders in men after
stopping treatment with valproic acid, then in
Amendment No. 3 (June 4, 2021), additions were made
with following sentence: “In most of those few cases
(butnotin all cases) when valproic acid was replaced by
another antiepileptic drug or withdrawn, or the daily
dose was reduced, reversibility of the decreased male
fertility has been observed; successful conceptions
were also reported” [21]. This sentence seems a little
confusing, and also refers to the well-known fact: “For
a pessimist, the glass is half empty, for an optimist, it is
half full.” It seems therefore justified to conclude: if
earlier the Instruction for Medical Use stated that
fertility disorders in men using valproic acid are
reversible, then the new version claims that they are
irreversible in some cases. This could lead to a debate
among healthcare professionals and regulators about
the need for restrictions on the use of valproate in men
of reproductive age, similarly for women.

In Amendment No. 4 (July 5, 2021), the section
“Pharmacological properties” is supplemented with in-
formation about an increase in the clearance of valpro-
ic acid in some patients taking estrogen-containing
drugs, which can lead to a decrease in its concentra-
tion in the blood, as well as lower clearance of valproic
acid in newborns and children under 2 months of age
than in adults. In children aged 2-10 years, the clear-
ance, on the contrary, is 50% higher than in children
over 10 years of age and adults [22]. Also, in this
Amendment, the section on the safety profile for chil-

dren has been expanded. It states that although the
safety profile of valproate in children is comparable to
that in adults, some adverse reactions are observed
only in children, or the degree of their manifestation is
more severe compared to the population of adult pa-
tients. There is an increased risk of developing severe
liver damage in children in the first years of life and
young children (especially those under 3 years of age).
Young children are also at increased risk of developing
pancreatitis. These risks decrease with age. Mental
disorders such as aggression, agitation, impaired at-
tention, behavioral disorders, psychomotor hyperac-
tivity, and learning disabilities are mainly observed in
children [22]. In addition, in this version of the instruc-
tions, information appeared on the need to continue
treatment with valproic acid for female children and ad-
olescents, in women in reproductive age, and in preg-
nant women only under the supervision of a specialist
with experience in the treatment of epilepsy and bipolar
disorders, with information on the potential of metam-
izole (Baralgin® (Sanofi, France) Analgin® from differ-
ent manufacturers, etc.) to reduce the clinical efficacy
of valproic acid.

Similar changes were made to Depakine® Chrono
Instructions for Medical Use released at different dates:
Amendment No. 1 — November 12, 2019, Amendment
No. 2 — July 6, 2020, Amendment No. 3 — June 21, 2021,
and Amendment No. 4 - July 5, 2021 [23-26].
Interestingly, the same changes were made to the
product labels of Depakine® Enteric [17] and Depakine®
in the form of a syrup [27], but not in Depakine® in the
form of a lyophilisate [28]. This, along with the lack of
lyophilisate form availability in pharmacy chains as of
September 14, 2021, may indicate that the manufacturer
no longer plans to import it into Russia.

These changes in the instructions of the original
preparations of valproic acid are absent in the generic
drugs that have been in circulation for a long time. Thus,
the Instruction of the generic valproic acid Valpravvan®
(JSC AVVA-Rus, Russia), registered on July 30, 2021,
contains most of the above new informations [29]. In
the Instructions for generics of valproic acid of various
forms like Convulex® (Bausch Health, USA), on the
contrary, new informations on safety and risks are not
fully indicated. For example, in the Instructions for the
Medical Use of the Convulex® in the form of a solution
for intravenous administration, dated September 2,
2021 [30], it is indicated the reversibility of fertility
disorders in men after the termination of treatment,
which contradicts the Instructions Convulex® in the
form of drops dated September 9, 2021 [31], in the
form of a syrup dated September 10, 2021 [32], as
previously approved versions of the Instructions for
Medical Use of their brand-name counterpart (see
above). Also in the Instructions of Convulex® in the
form of a solution for intravenous administration, dated
September 2, 2021 [30], it is stated: “Cases of tinnitus
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and hearing loss (reversible and irreversible) were
reported, but the connection has not been clarified.”
This Instruction does not contain information about the
possibility of hearing impairment or loss during
intrauterine exposure to valproic acid, which does not
correspond to the previously approved versions of the
Instructions for Medical Use of the original drug (see
above). Finally, the Instructions for the Medical Use of
Convulex®in the form of prolonged-release film-coated
tablets and enteric capsules, which are freely available
on the State Register of Medicines website as of
September 14,2021, contain only the changes regarding
the registration certificate holders, the manufacturers
of the finished dosage form, the descriptions of dosage
forms, etc., but nothing in terms of safety, undesirable
effects and risks for patients [33, 34]. Considering that
at least one of these dosage forms is available to
patients in the Apteka.ru [35] and Yandex.Market [36]
marketplaces, there is no new information about safety
and, in particular, about restrictions on the use of
valproic acid in girls and women with reproductive age:
this fact in our opinion, can negatively affect patient’s
safety.

UPDATING BROCHURES ON THE USE OF
VALPROIC ACID / OGHOBJIEHHUE bPOIIIIOP
IO ITPUMEHEHUIO BAJIBITPOEBOM
KHCJIOTbI

The information on the risks of using valproic acid
preparations prepared in 2019 by the manufacturing
company in case of female patients and pregnant
women contained three documents:

1) Guide for Healthcare Professionals [37]

2) Patients Brochure “Valproic acid preparation.
Contraception and pregnancy: what you need to know”
[38].

3) an annually completed informed consent form
about risks [39].

Although the cover letter from the originator brand
[18] informs about the updated brochures for healthcare
professionals and patients, only two documents are
available through the download links:

1) Patients Brochure “Valproic acid. Contraception
and pregnancy: what you need to know” [40].

2) an annually completed informed consent form
about risks [41].

Thus, here we are not considering the changes in the
Guide for Healthcare Professionals within the framework
of this publication. It may be available for analysis at
a later date.

Patient brochures contain stylistic differences,
apparently due to the adaptation of foreign materials
into Russian. The critical information has increased the
emphasis on the role of the doctor: the phrase used in
the 2019 brochure “doctor’s recommendation” has
been replaced by the sentence “doctor’s orders”.

anunencus n NapokcnamMasibHble COCTOSAHUS

Similarly the recommendation “During the visit to the
doctor, you will discuss the informed consent, to ensure
that you are well aware of the risks of using valproic
acid during pregnancy” [38] is replaced by “At your
appointment, your doctor will ask you to discuss the
Risk Informed Consent Form to ensure that you are well
aware of the risks of using valproic acid during
pregnancy and fully comprehend them” [40], i.e., in the
2021 edition, it was demonstrated that the doctor
should take the initiative, he /she (and not the patient
himself) should make sure that the patient is aware of
the risks.

The section “Congenital malformations” added
previously missing information about the possibility of
hearing impairments up to deafness in offspring when
taking valproic acid during pregnancy [40]. It is notably
that this information was finally added to the Patients
Brochure, albeit very late. After all, the first reports of the
development of hearing impairments in children whose
mothers used valproic acid during pregnancy appeared
in the first decade of the 21st century [42], and the
information on these side effects of valproic acid was
introduced into the Instruction for Medical Use as early
as 2019 [19].

In the section “I am starting treatment with valproic
acid” it has been added the information on the need to
refer the patient for a consultation with a obstetrician/
gynecologist to select the optimal method of
contraception [40]. This information was not explicitly
available in the 2019 version.

In the section “I am taking valproic acid and planning
to have a baby”, the previously missing item has been
added: “When planning to have a baby, discuss with
your doctor the need to take folic acid.” Folic acid can
reduce the risk of spina bifida and miscarriage early in
pregnancy. However, it is unlikely that this can reduce
the risk of congenital malformations associated with
taking valproic acid” [40]. It should be noted that the
Valproic Acid Instruction for Medical Use indicates that,
if possible, even before the onset of pregnancy, folic
acid should be taken additionally (at a dose of 5 mg/
day), since folic acid can reduce the risk of neural tube
malformations: however, available data do not confirm
its prophylactic action against congenital malformations
related to the use of valproic acid [15-17]. However, the
5 mg/day folate dosage appears to be overly high.
Clinical guidelines do not consider a folic acid dose of 5
mg/day to be prophylactic for the prevention of neural
tube defects. Usually the average recommended dosage
is magnitude lower (400 pg/day, or 0.4 mg/day) [43].
Moreover, recent studies have shown that an initially
high serum folate concentration (>33.0 ng/ml) is
associated with less successful assisted reproductive
technologies outcomes, including biochemical and
clinical pregnancy and live birth [44—46]. Therefore, we
encourage to revise this information in both the patient
materials and the valproic acid Prescribing Information.
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When prescribing folic acid, women should be
monitored for serum folate at the optimal effective level
and discontinued as soon as the level reaches the
maximum value of the reference range [47].

Key difference in the 2019 and in the 2021 versions
of the Informed Consent Form is the cancellation of the
obligation to keep it. The 2019 version contains the
phrase “A copy of this completed form must be retained/
recorded by the specialist” in the part to be filled by the
healthcare professional, and in the part to be filled by
the patient (or her caregiver) “The specialist must keep/
register a copy of this completed form. The prescribing
physician is advised to save the electronic version in
the patient's file. A copy of the filled and signed form
must be retained by the patient” [39], and in the updated
version of 2021, the following revision has already been
submitted. In the part to be filled in by a healthcare
professional: “The informed consent form with risks
can be stored by a healthcare professional”, and in the
part to be filled by the patient (or her caregiver): “The
informed consent form with risks can be archived by
the healthcare professional. A copy of the form is issued
to the patient or her parents/legal representative/
caregiver” [41]. Thus, the thesis about the mandatory
storage of the signed informed consent forms has been
removed, including the recommendation to store them
in medical records (card, medical history, file in
patient’s electronic medical history, etc.) both by
healthcare specialist and patient.

From our point of view, this is very reckless, taking
into account the recently intensified trend to involve law
enforcement agencies in the analysis of existing and
imaginary medical errors and the strengthening of the
doctor's legal responsibility. Moreover, the sphere of
women's health, reproductive medicine, and perinatology
are the leading ones in terms of the number of such
cases [48, 49]. Therefore, in order to strengthen the
legal protection of healthcare professionals, we consider
correct to leave in the documents the need of storing
completed and signed informed consent forms on the
use of valproic acid by females in reproductive age.

REFERENCES:

1. Karlov V.A. Epilepsy in children and adult women and men. A guide for
doctors. 2" ed. Moscow: BINOM; 2019: 896 p. (in Russ.).

2. Vlasov P.N., Karlov V.A., Petrukhin V.A. Epilepsy and pregnancy:
current therapeutic tactics. Neurology, Neuropsychiatry,
Psychosomatics. 2013; 1: 137 (in Russ.).

3. Pennell P.B. Use of antiepileptic drugs during pregnancy: evolving
concepts. Neurotherapeutics. 2016; 13 (4): 811-20.
https://doi.org/10.1007/s13311-016-0464-0.

4. Bromley R.L., Mawer G., Clayton-Smith J., Baker G.A. Autism spectrum
disorders following in utero exposure to antiepileptic drugs. Neurology.

7.

CONCLUSION / BAK/JIIOYEHHE

Since the increase of contraindications for the use of
valproic acid in girls and women in the last 2 years, new
data have been accumulated. The key ones are the
additions to the Instructions for the Medical Use of
drugs containing valproic acid about its capability to
cross the placental barrier and the possibility of being
associated to hearing impairments both as a result of
malformations of the offspring ears and/or nose, and/or
as a result of direct toxic effects. There are more data
on the likelihood of developing ADHD in children whose
mothers used valproic acid. Finally, the product label
has been supplemented with information about
irreversibility in some cases of fertility disorders in
men.

It should be noted that the practice of maintaining
regulatory documents leaves room for improvement
both for the originator and for manufacturers of generic
drugs. Long periods from obtaining evidence in clinical
practice to make changes to the Instructions for Medical
Use, as well as from the time of making changes to
Instructions prior to being included in Patient Brochures
can have serious negative consequences.

The proposed changes in the reviewed documents
are related to the use of high doses of folic acid to
reduce the risk of neural tube malformations, while
confirming that there is no real proof of its preventive
action against congenital malformations related to
valproic acid use, as well as to the abolition of mandatory
storage in medical records of the Informed Consent
Forms for the use of valproic acid in women of
reproductive age can lead to negative consequences
andtherefore need further consideration and discussion.

The professional community of healthcare
professionals should continue to work on further
improving the PREVENT program on a multidisciplinary
basis, taking into account the accumulated data in the
years 2019-2021. Further large-scale real-world
studies on the safety of valproic acid in various patient
populations are also needed.

2008; 71 (23): 1923-4. https://doi.org/10.1212/01.
wnl.0000339399.64213.1a.

Thomas S.V., Sukumaran S., Lukose N., et al. Intellectual and language
functions in children of mothers with epilepsy. Epilepsia. 2007; 48 (12):
2234-40. https://doi.org/10.1111/j.1528-1167.2007.01376.x.

Meador K., Baker G.A., Browning N., et al. Fetal antiepileptic drug
exposure and cognitive outcomes at age 6 years (NEAD study):

a prospective observational study. Lancet Neurol. 2013; 12 (3): 244-52.
https://doi.org/10.1016/S1474-4422(12)70323-X.

Christensen J., Grenborg T.K., Serensen M.J., et al. Prenatal valproate


https://doi.org/10.1212/01.wnl.0000339399.64213.1a
https://doi.org/10.1212/01.wnl.0000339399.64213.1a
https://doi.org/10.1016/S1474-4422(12)70323-X

Hay4Hble 0630pbi1 / Review articles

10.

1.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

exposure and risk of autism spectrum disorders and childhood autism.
JAMA. 2013; 309 (16): 1696-703. https://doi.org/10.1001/
jama.2013.2270.

Cohen M.J., Meador K.J., Browning N., et al. Fetal antiepileptic drug
exposure: adaptive and emotional/behavioral functioning at age

6 years. Epilepsy Behav. 2013; 29 (2): 308-15. https://doi.org/10.1016/j.

yebeh.2013.08.001.

Valproate and developmental disorders: new alert asking for patient
review and further consideration of risk minimisation measures. Drug
Safety Update. 24 April 2017. Available at: https://www.gov.uk/
drug-safety-update/valproate-and-developmental-disorders-new-
alert-asking-for-patient-review-and-further-consideration-of-risk-
minimisation-measures (accessed 14.09.2021).

Valproate medicines (Epilim, Depakote): contraindicated in women and
girls of childbearing potential unless conditions of Pregnancy Prevention
Programme are met. Available at: https://www.gov.uk/drug-safety-
update/valproate-medicines-epilim-depakote-contraindicated-in-
women-and-girls-of-childbearing-potential-unless-conditions-of-
pregnancy-prevention-programme-are-met (accessed 14.09.2021).
Federal Service for Supervision of Healthcare (Roszdravnadzor). Letter
dated December 24, 2018 No. 011-3049/18 “On new data on the safety
of medicines containing valproic acid as an active substance”.
Available at: http:/farmcom.info/site/doclist/9076_pismo_
ot_24122018_no_01i-304918 (in Russ.) (accessed 14.09.2021).
Letter of the Ministry of Health of the Russian Federation dated May 21,
2019 No. 20-3/830 “On the need to amend the Instructions for the Use
of Medicines registered in the Russian Federation for medical use”.
Available at: http://www.consultant.ru/cons/cgi/online.cgi?req=doc&b
ase=EXP&n=382966#Q3cFdISwXSAB4YrB (in Russ.) (accessed
14.09.2021).

Information letter of the Federal State Budgetary Institution “Scientific
Center for the Examination of Medical Products” of the Ministry of
Health of the Russian Federation dated May 15, 2019 No. 10073.
Available at: https://docs.cntd.ru/document/560829842 (in Russ.)
(accessed 14.09.2021).

Avakyan G.N., Blinov D.V., Avakyan G.G., et al. Restrictions on the use
of valproate in female patients of reproductive age: the updated
recommendations based on recent clinical data. Epilepsia

i paroksizmal'nye sostoania / Epilepsy and Paroxysmal Conditions.
2019; 11 (2): 110-23 (in Russ.). https://doi.org/10.17749/2077-
8333.2019.11.2.110-123.

Depakine Chronosphere. Instruction for medical use. LSR-005197/08.
Available at: http://www.grls.rosminzdrav.ru (in Russ.) (accessed
14.09.2021).

Depakine Chrono. Instruction for medical use. P N013004/01. Available
at: http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Depakine Enteric 300. Instruction for medical use. P N013995/01.
Available at: http://www.grls.rosminzdrav.ru (in Russ.) (accessed
14.09.2021).

Valproic acid: brochure update for healthcare professionals and
patients. Sanofi Russia; 2021: MAT-RU-2104090 (in Russ.).

Depakine Chronosphere. Instruction for medical use. Change No. 1.
LSR-005197/08-280819. Available at: http://www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine Chronosphere. Instruction for medical use. Change No. 2.
LSR-005197/08-300620. Available at: http://www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine Chronosphere. Instruction for medical use. Change No. 3.
LSR-005197/08-04062021. Available at: http://www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine Chronosphere. Instruction for medical use. Change No. 4.
LSR-005197/08-050721. Available at: http://www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine Chrono. Instruction for medical use. Change No. 1.

P N013004/01-121119. Available at: http:/www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine Chrono. Instruction for medical use. Change No. 2.

N N013004/01-060720. Available at: http://www.grls.rosminzdrav.ru

anunencus n NapokcnamMasibHble COCTOSAHUS

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41,

42.

43.

44

45.

46.

47.

(in Russ.) (accessed 14.09.2021).

Depakine Chrono. Instruction for medical use. Change No. 3.

N N013004/01-210621. Available at: http://www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine Chrono. Instruction for medical use. Change No. 4.

P N013004/01-050721. Available at: http://www.grls.rosminzdrav.ru
(in Russ.) (accessed 14.09.2021).

Depakine. Instruction for medical use. P N012595/01. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Depakine. Instruction for medical use. LP-001530. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Valpravvan. Instruction for medical use. LP-007240. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Convulex. Instruction for medical use. LS-002567. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Convulex. Instruction for medical use. P N011170/02. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Convulex. Instruction for medical use. P N011170/01. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Convulex. Instruction for medical use. P N015315/01. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Convulex. Instruction for medical use. P N011170/03. Available at:
http://www.grls.rosminzdrav.ru (in Russ.) (accessed 14.09.2021).
Convulex 0.3 N50 tabl. prolong. film-coat. Apteka.ru. Available at:
https://apteka.ru/product/konvuleks-03-n50-tabl-prolong-
pplenoboloch-5e327a80f5a9ae000141121f/ (in Russ.) (accessed
14.09.2021).

Convulex tab. prolong. film-coat. Yandex.Market. Available at:
https://market.yandex.ru/product--konvuleks-tab-prolong-p-o-
plen/1404748671?cpa=1 (in Russ.) (accessed 14.09.2021).
Information about the risks of using valproic acid drugs in female
patients and pregnant women. A guide for healthcare professionals.
Sanofi; 2019: SARU.VPA.18.12.2217(1) (in Russ.).

The medication of valproic acid. Contraception and pregnancy: what
you should know. Sanofi; 2019: SARU.VPA.18.12.2216(1) (in Russ.).
Arisk informed consent form to be filled out annually. Sanofi; 2019:
SARU.VPA.18.12.2210(1) (in Russ.).

Valproic acid. Contraception and pregnancy: what you need to know.
Sanofi; 2021: MAT-RU-2104088 (in Russ.).

Arisk informed consent form to be filled out annually. Sanofi; 2021:
MAT-RU-2104089 (in Russ.).

Alsdorf R., Wyszynski D.F. Teratogenicity of sodium valproate. Expert
Opin Drug Saf. 2005; 4 (2): 345-53. https://doi.
0rg/10.1517/14740338.4.2.345.

Gomes S., Lopes C., Pinto E. Folate and folic acid in the
periconceptional period: recommendations from official health
organizations in thirty-six countries worldwide and WHO. Public Health
Nutr. 2016; 19 (1): 176-89. https://doi.org/10.1017/
51368980015000555.

Polzikov M.A., Blinov D.V., Ushakova T.I., et al. Does the high blood
level of folic acid in women affect the effectiveness of IVF programs?
The results of a prospective study. Materials of the 29" Annual
International Conference of Russian Association of Human
Reproduction “Reproductive Technologies today and Tomorrow”
(September 4-7, 2019, Rostov-on-Don). 2019: 133-4 (in Russ.).
Polzikov M., Blinov D., Ushakova T., et al. Does higher level of serum
folate before ovarian stimulation worsen outcomes of assisted
reproductive technologies in normogonadotropic women? Hum
Reprod. 2020; 35 (Suppl. 1):i83. https://doi.org/10.1093/humrep/35.
Supplement_1.1.

Polzikov M.A., Blinov D.V., Ushakova T.I., et al. Do high levels of folic
acid in women’s blood impact the outcome of IVF? Obstetrics,
Gynecology and Reproduction. 2019; 13 (4): 313-25 (in Russ.).
https://doi.org/10.17749/2313-7347.2019.13.4.313-325.
Abdulhameed W.A., Hasan N.A., Rahim A.l., Mohammed A.H. The
association between plasma and follicular fluid folate levels and the
pregnancy rate in women enrolled in ICSI cycles. EurAsian J Biosci.
2020; 14 (2): 2601-8.

www.epilepsia.su

260


https://doi.org/10.1001/jama.2013.2270
https://doi.org/10.1001/jama.2013.2270
https://doi.org/10.1016/j.yebeh.2013.08.001
https://doi.org/10.1016/j.yebeh.2013.08.001
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
http://farmcom.info/site/doclist/9076_pismo_ot_24122018_no_01i-304918
http://farmcom.info/site/doclist/9076_pismo_ot_24122018_no_01i-304918
http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=EXP&n=382966#Q3cFdlSwXSAB4YrB
http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=EXP&n=382966#Q3cFdlSwXSAB4YrB
https://doi.org/10.17749/2077-8333.2019.11.2.110-123
https://doi.org/10.17749/2077-8333.2019.11.2.110-123
http://www.grls.rosminzdrav.ru
https://apteka.ru/product/konvuleks-03-n50-tabl-prolong-pplenoboloch-5e327a80f5a9ae000141121f/
https://apteka.ru/product/konvuleks-03-n50-tabl-prolong-pplenoboloch-5e327a80f5a9ae000141121f/
https://market.yandex.ru/product--konvuleks-tab-prolong-p-o-plen/1404748671?cpa=1
https://market.yandex.ru/product--konvuleks-tab-prolong-p-o-plen/1404748671?cpa=1
https://doi.org/10.1517/14740338.4.2.345
https://doi.org/10.1517/14740338.4.2.345
https://doi.org/10.1017/S1368980015000555
https://doi.org/10.1017/S1368980015000555
https://doi.org/10.1093/humrep/35.Supplement_1.1
https://doi.org/10.1093/humrep/35.Supplement_1.1

2021 Tom 13 Ne 3

SAMNAENCUA

M NAPOKCU3MAJIbHbIE

261

48. Volodin N.N. Open Letter regarding the Elina Sushkevich case.

Obstetrics, Gynecology and Reproduction. 2020; 14 (6): 704-9
(in Russ.). https://doi.org/10.17749/2313-7347/0b.gyn.rep.2020.191.

JIUTEPATYPA:

Kapnos B.A. 3nunencus y getemn 1 B3POCHbIX XKEHLLUH 1 MYXYUH.
PykoBoacTBo Ans Bpayeit. 2-e u3a. M.: BUHOM; 2019: 896 c.

Bnacos N.H., Kapnos B.A., Metpyxut B.A. dnunencus u 6epemeH-
HOCTb: COBPEMEHHAR TepaneBTNYecKas TakTuka. Hesponorus,
Heponcnxnarpus, ncnxocomarmka. 2013; 1: 13-7.

Pennell P.B. Use of antiepileptic drugs during pregnancy: evolving
concepts. Neurotherapeutics. 2016; 13 (4): 811-20.
https://doi.org/10.1007/s13311-016-0464-0.

Bromley R.L., Mawer G., Clayton-Smith J., Baker G.A. Autism spectrum
disorders following in utero exposure to antiepileptic drugs. Neurology.
2008; 71 (23): 1923-4. https://doi.org/10.1212/01.
wnl.0000339399.64213.1a.

Thomas S.V.,, Sukumaran S., Lukose N., et al. Intellectual and language
functions in children of mothers with epilepsy. Epilepsia. 2007; 48 (12):
2234-40. https://doi.org/10.1111/j.1528-1167.2007.01376.x.

Meador K., Baker G.A., Browning N., et al. Fetal antiepileptic drug
exposure and cognitive outcomes at age 6 years (NEAD study):

a prospective observational study. Lancet Neurol. 2013; 12 (3): 244-52.

https://doi.org/10.1016/S1474-4422(12)70323-X.

Christensen J., Grgnborg T.K., Sgrensen M.J., et al. Prenatal valproate
exposure and risk of autism spectrum disorders and childhood autism.
JAMA. 2013; 309 (16): 1696-703. https://doi.org/10.1001/
jama.2013.2270.

Cohen M.J., Meador K.J., Browning N., et al. Fetal antiepileptic drug
exposure: adaptive and emotional/behavioral functioning at age

6 years. Epilepsy Behav. 2013; 29 (2): 308-15. https://doi.org/10.1016/j.

yebeh.2013.08.001.

Valproate and developmental disorders: new alert asking for patient
review and further consideration of risk minimisation measures. Drug
Safety Update. 24 April 2017. URL: https://www.gov.uk/drug-safety-
update/valproate-and-developmental-disorders-new-alert-asking-for-
patient-review-and-further-consideration-of-risk-minimisation-
measures (aara obpatiequs 14.09.2021).

. Valproate medicines (Epilim, Depakote): contraindicated in women and

girls of childbearing potential unless conditions of Pregnancy Prevention
Programme are met. URL: https://www.gov.uk/drug-safety-update/
valproate-medicines-epilim-depakote-contraindicated-in-women-and-
girls-of-childbearing-potential-unless-conditions-of-pregnancy-
prevention-programme-are-met (fata o6patieHns 14.09.2021).

. ®epepanbHas cnyxo6a no Hag3opy B cdepe 3paBooXpaHeHmns

(Pocsppasrazsop). Mucbmo o1 24 nekabps 2018 . Ne 0111-3049/18
«0 HOBbIX AaHHbIX N0 6E30MACHOCTM NEKAPCTBEHHbIX NPENapaTos,
COJlePXKALLMX B KQ4eCTBE AGICTBYHOLLEr0 BELLECTBA BaSIbNPOEBYH)
kucnoty». URL: http://farmcom.info/site/doclist/9076_pismo_
ot_24122018_no_01i-304918 (nara o6pawenns 14.09.2021).

. TMucbmo MuHsgpasa Poccum ot 21 mas 2019 1. Ne 20-3/830

«0 HEOOXOAMMOCTI BHECEHWUA N3MEHEHWIA B UHCTPYKLWN NO NPUMEHE-
HUIO 3aPerucTpupoBaHHbIX B Poccniickoin defjepaumnm nekapcTBeH-
HbIX NPenaparos AN MefuUMHCKOro npumerenns». URL: http:/www.
consultant.ru/cons/cgi/online.cgi?req=doc&base=EXP&n=382966#Q3
cFdISwXSAB4YrB (nata o6paequs 14.09.2021).

. ViHthopmaymoHHoe nucbMo OIBY «Hay4HbIN LLEHTP 3KCMepTU3bl

CPeACTB MeMLMHCKOro npumeHeHmns» Munsgpasa Poccun ot 15 mas
2019 1. Ne 10073. URL: https://docs.cntd.ru/document/560829842
(Bata obpaleHus 14.09.2021).

. ABaksH ['H., bnunos [.B., AsaksH I.T. n ap. OrpaHn4eHns ncnonb3o-

BaHWA BaNbNPOEBON KUCNOTbI Y 1EBOYEK W XKEHLLWNH: pacLUMperne
NPOTUBONOKA3AHWIA B MHCTPYKLMM N0 MEAULIMHCKOMY MPUMEHEHWIO,
OCHOBAHHOE HA aHHbIX PeasibHOM KIMHUYECKOI NPakTUKW. drusern-
cus v napokcnsmansHble coctosHna. 2019; 11 (2): 110-23.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

COCTOSAAHMSA

49. DiRenzo G.C. Expert report on the Elina Sushkevich case. Obstetrics,
Gynecology and Reproduction. 2020; 14 (6): 710-4 (in Russ.).
https://doi.org/10.17749/2313-7347/0b.gyn.rep.2020.1912.

https://doi.org/10.17749/2077-8333.2019.11.2.110-123.

[lenakuH XpoHocepa. IHCTPYKLNS N0 MeAMLMHCKOMY NPUMEHEHMIO.
JICP-005197/08. URL: http://www.grls.rosminzdrav.ru (gata
o6pawenns 14.09.2021).

[enakuH XpoHo. VIHCTPYKLNA N0 MESULUHCKOMY NPUMEHEHWIO.
M'N013004/01. URL: http://www.grls.rosminzdrav.ru (aata o6patie-
Husa 14.09.2021).

[OenakuH 3HTepuk 300. NHCTPYyKLUs N0 MEAULUHCKOMY NPUMEHEHUIO.
M'N013995/01. URL: http://www.grls.rosminzdrav.ru (gata o6patie-
Hus 14.09.2021).

Banbnpoesas kucnora: 06HOBJIEHWE GPOLUIOPLI 4S8 CNeyranucTos
3ApaBooxpaHeHuns n naumeHtos. AO «CaHodm Poccus»; 2021:
MAT-RU-2104090.

[lenakuH XpoHocepa. IHCTPYKLNS N0 MeANLUHCKOMY NPUMEHEHWIO.
N3meHenue No 1. JICP-005197/08-280819. URL: http://www.grls.
rosminzdrav.ru (gara o6pawenns 14.09.2021).

[enakuH XpoHocdepa. IHCTPYKLNA N0 MeLULUHCKOMY NPUMEHEHWIO.
N3meHenue No 2. JICP-005197/08-300620. URL: http:/www.grls.
rosminzdrav.ru (fata oopatyerus 14.09.2021).

[lenakuH XpoHocepa. IHCTPYKLNS N0 MeAULUHCKOMY NPUMEHEHWIO.
N3meHenue No 3. JICP-005197/08-04062021. URL: http:/www.grls.
rosminzdrav.ru (gara o6pawenns 14.09.2021).

[enakuH XpoHocepa. IHCTPYKLNUA N0 MeLULUHCKOMY NPUMEHEHWIO.
N3meHenme No 4. JICP-005197/08-050721. URL: http://www.grls.
rosminzdrav.ru (fata oopatyerus 14.09.2021).

[JenakuH XpoHo. VIHCTPYKLMA N0 MeSULUHCKOMY NPUMEHEHNIO.
3menenue Ne 1. 11 NO13004/01-121119. URL: http://www.grls.
rosminzdrav.ru (gara o6pawenns 14.09.2021).

[enakuH XpoHo. VIHCTPYKLNA N0 MESULUHCKOMY NPUMEHEHWIO.
N3meHenue No 2. 1 N013004/01-060720. URL: http:/www.grls.
rosminzdrav.ru (fata oopatyerus 14.09.2021).

[JenakuH XpoHo. VIHCTPYKLMA N0 MeSULUHCKOMY NPUMEHEHNIO.
3menenue Ne 3. T1N013004/01-210621. URL: http://www.grls.
rosminzdrav.ru (gara o6pawenns 14.09.2021).

[enakuH XpoHo. VIHCTPYKLNA N0 MESULUHCKOMY NPUMEHEHWIO.
N3meHenue No 4. M N013004/01-050721.
http://www.grls.rosminzdrav.ru (aara o6patiesus 14.09.2021).
[OenakuH. NHCTpyKuuUs N0 MEAULUHCKOMY NPUMEHEHUIO.
MN012595/01. URL: http://www.grls.rosminzdrav.ru (aara o6patieHus
14.09.2021).

[JenakuH. HcTpyKumMa no MmeauunHckomy npumeneruto. J1M-001530.
URL: http://www.grls.rosminzdrav.ru (aata o6patieHns 14.09.2021).
BanbnpaesaH. IHCTPYKLNA MO MELULNHCKOMY MPUMEHEHNIO.
JIN-007240. URL: http://www.grls.rosminzdrav.ru (aara obpatieHus
14.09.2021).

KonBynekc. IHCTpyKuus no MeanumuHckomy npumeHeHuto. J1G-002567.
URL: http://www.grls.rosminzdrav.ru (nara o6pawienns 14.09.2021).
KoHBynekc. IHCTpyKuus N0 MeANLUHCKOMY NPUMEHEHUIO.

M N011170/02. URL: http://www.grls.rosminzdrav.ru (nata obpatieHus
14.09.2021).

KoHBynekc. VIHCTpyKLMS N0 MeAULMHCKOMY NPUMEHEHNI.

[ N011170/01. URL: http://www.grls.rosminzdrav.ru (nata o6paiienus
14.09.2021).

KoHBynekc. IHCTpyKuus N0 MeANLUHCKOMY NPUMEHEHUIO.

M N015315/01. URL: http://www.grls.rosminzdrav.ru (aata o6patieHns
14.09.2021).

KoHBynekc. VIHCTpyKLMS N0 MeAULMHCKOMY NPUMEHEHNI.
MTN011170/03. URL: http://www.grls.rosminzdrav.ru (gara obpalieHus
14.09.2021).

Konsynekc 0,3 N50 ta6n. nponoHr. n/nneH/o60n04. Apteka.ru. URL:


https://doi.org/10.1212/01.wnl.0000339399.64213.1a
https://doi.org/10.1212/01.wnl.0000339399.64213.1a
https://doi.org/10.1111/j.1528-1167.2007.01376.x
https://doi.org/10.1016/S1474-4422(12)70323-X
https://doi.org/10.1001/jama.2013.2270
https://doi.org/10.1001/jama.2013.2270
https://doi.org/10.1016/j.yebeh.2013.08.001
https://doi.org/10.1016/j.yebeh.2013.08.001
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-and-developmental-disorders-new-alert-asking-for-patient-review-and-further-consideration-of-risk-minimisation-measures
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
https://www.gov.uk/drug-safety-update/valproate-medicines-epilim-depakote-contraindicated-in-women-and-girls-of-childbearing-potential-unless-conditions-of-pregnancy-prevention-programme-are-met
http://farmcom.info/site/doclist/9076_pismo_ot_24122018_no_01i-304918
http://farmcom.info/site/doclist/9076_pismo_ot_24122018_no_01i-304918
http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=EXP&n=382966#Q3cFdlSwXSAB4YrB
http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=EXP&n=382966#Q3cFdlSwXSAB4YrB
http://www.consultant.ru/cons/cgi/online.cgi?req=doc&base=EXP&n=382966#Q3cFdlSwXSAB4YrB
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru
http://www.grls.rosminzdrav.ru

Hay4Hble 0630pbi1 / Review articles

https://apteka.ru/product/konvuleks-03-n50-tabl-prolong- 44. MNonankos M.A., bannos [.B., Ywakosa T.W. n gp. Bnusert an BbICOKMiA
pplenoboloch-5e327a80f5a92e000141121f/ (aata obpalleHus YypOBeHb POSINEBON KUCIIOTbI B KPOBYW XEHLLUNH Ha 3PMEKTUBHOCTD
14.09.2021). nporpamm 3KO? Pe3ynbTathl NPOCNEKTUBHOrO UCCNELOBAHUS.

36. KoHBynekc Ta6. nponoHr. n/o nnex. Angekc.Mapket. URL: https:// Marepuansl XXIX ExxerogHoi MexayHaponHoi KoHepeHyun PAPY
market.yandex.ru/product--konvuleks-tab-prolong-p-o- «PenpofyKTUBHbIE TEXHONOMNI CEroAHs 1 3aBTpa» (4—7 CeHTAOPS
plen/14047486717cpa=1 (nata o6pawenns 14.09.2021). 2019 ., Poctos-Ha-[loHy). 2019: 133-4.

37. NHdhopmauns 0 puckax npUMeHeHMs npenapaTos BasibNpOeBoi 45. Polzikov M., Blinov D., Ushakova T., et al. Does higher level of serum
KWCNOTbI Y NALWNEHTOK XXEHCKOr0 Nona 'y 6epeMeHHbIX XEHLLMH. folate before ovarian stimulation worsen outcomes of assisted
PyKoBOACTBO AN cneumanucToB 3apaBooxpaHerns. Sanofi; 2019: reproductive technologies in normogonadotropic women? Hum
SARU.VPA18.12.2217(1). Reprod. 2020; 35 (Suppl. 1): i83. https://doi.org/10.1093/humrep/35.

38. lNpenapat BaNbNpoeBoi KNCNoTbl. KoHTpauenuus n 6epeMeHHOCTb: Supplement_1.1.

470 Bbl jOMmXKHbI 3HaTh. Sanofi; 2019: SARU.VPA.18.12.2216(1). 46. Monankos M.A., bnuHos [.B., Ywakosa T.W. n ap. BAuset nin BbICOKUN

39. ExerogHo 3anonHsemas hopma MHDOPMUPOBAHHOIO COrnacus YypOBEeHb POSINEBON KICNIOThI B KPOBY XEHLLUNH Ha 3PDEKTUBHOCTD
0 puckax. Sanofi; 2019: SARU.VPA.18.12.2210(1). nporpamm IKO? Akywwepctso, ruHekonorns n penpogykuyus. 2019; 13

40. Banbnpoesas Kucnota. KoHTpauenums n 6epeMeHHOCTb: 4T0 Bam (4): 313-25. https://doi.org/10.17749/2313-7347.2019.13.4.313-325.
HY>XXHO 3HaTb. Sanofi; 2021: MAT-RU-2104088. 47. Abdulhameed W.A., Hasan N.A., Rahim A.I.,, Mohammed A.H. The

41, EXerofHo 3anonHsemas hopma MHOPMUPOBAHHOTO corfiacus association between plasma and follicular fluid folate levels and the
0 puckax. Sanofi; 2021: MAT-RU-2104089. pregnancy rate in women enrolled in ICSI cycles. EurAsian J Biosci.

42. Alsdorf R., Wyszynski D.F. Teratogenicity of sodium valproate. Expert 2020; 14 (2): 2601-8.

Opin Drug Saf. 2005; 4 (2): 345-53. https://doi. 48. BonopuH H.H. OTKpbITOE NMMCbMO N0 Aeny dnnHbl CyLiKeBmY.
0rg/10.1517/14740338.4.2.345. AKyLepcTBo, ruHekonorns n penpogykuyns. 2020; 14 (6): 704-9.

43. Gomes S., Lopes C., Pinto E. Folate and folic acid in the periconceptional https://doi.org/10.17749/2313-7347/0b.gyn.rep.2020.191.
period: recommendations from official health organizations in thirty-six 49. Ou Penuo Ox.K. 3akntoyeHune akcnepta no geny dnnHbl CyLikesuy.
countries worldwide and WHO. Public Health Nutr. 2016; 19 (1): 176-89. AKyLepcTBo, ruHekonorns n penpogykuyns. 2020; 14 (6): 710-4.
https://doi.org/10.1017/S1368980015000555. https://doi.org/10.17749/2313-7347/0b.gyn.rep.2020.1912.

About the authors

Dmitry V. Blinov—MD, PhD, MBA, Head of Medical and Scientific Affairs, Institute for Preventive and Social Medicine; Neurologist,
Lapino Clinic Hospital, MD Medical Group; Faculty Member, Department of Neurology, Psychiatry and Narcology, Moscow Haass
Medical Social Institute (Moscow, Russia). ORCID ID: https://orcid.org/0000-0002-3367-9844; WoS ResearcherID: E-8906-2017;
Scopus Author ID: 6701744871; RSCI SPIN-code: 9779-8290. E-mail: blinov2010@googlemail.com.

Elena S. Akarachkova — Dr. Med. Sc., Neurologist, President of International Society “Stress Under Control” (Moscow, Russia).
ORCID ID: https://orcid.org/0000-0002-7629-3773; RSCI SPIN-code: 8481-7947.

Valentina I. Tsibizova — MD, PhD, Department of Functional and Ultrasound Diagnostics, Almazov National Medical Research
Centre (Saint Petersburg, Russia). ORCID ID: https://orcid.org/0000-0001-5888-0774; RSCI SPIN-code: 8272-5074.

Daniil I. Korabelnikov — MD, PhD, Professor, Chair of Internal Diseases, General Practice, Functional Diagnostics and Infectious
Diseases, Rector, Moscow Haass Medical Social Institute (Moscow, Russia). ORCID ID: https://orcid.org/0000-0002-0459-0488;
RSCI SPIN-code: 7380-7790.

Nadezhda V. Paviova — MD, PhD, Yevdokimov Moscow State University of Medicine and Dentistry (Moscow, Russia).

llya V. Kukes — MD, PhD, Clinical Pharmacologist, Immunologist, Head of Medical and Scientific Affairs, International Association
of Clinical Pharmacologists and Pharmacists (Moscow, Russia). ORCID ID: https://orcid.org/0000-0003-1449-8711; RSCI SPIN-
code: 1166-3569.

Daria A. Petrenko — 6"-year Student, International School “Medicine of the Future”, Sechenov University (Moscow, Russia).
ORCID: https://orcid.org/0000-0001-5849-5585.

CsepeHus 06 aBTopax

bnvHos [mutpuii BnagncnaBosny — K.M.H., PyKOBOAUTENb N0 HAyYHbIM U MEAULMHCKUM Bonpocam MHcTutyTa MpeBeHTUBHON
1 CoumanbHoit MegnuuHbl, Bpa4y-HeBponor Knuuuydeckoro rocnutans «JlanuHo» K «Matb n guta», npenogaeatens Kadeapbl He-
Bponoruu, ncuxuatpun n Hapkonorun AHO N0 «MoCcKoBCKNIA MeANKO-counanbHbiil MHCTUTYT um. @.11. laasa» (Mocksa, Poccus).
ORCID ID: https://orcid.org/0000-0002-3367-9844; WoS ResearcherID: E-8906-2017; Scopus Author ID: 6701744871; PUHL, SPIN-
koA: 9779-8290. E-mail: blinov2010@googlemail.com.

AkapavkoBa EneHa CepreesHa — fi.M.H., npe3ngeHT AHO «MexpayHapoaHoe o6uectso "Ctpecc nog koHTponem'» (Mocksa, Poc-
cus). ORCID ID: https://orcid.org/0000-0002-7629-3773; PUHL, SPIN-koa: 8481-7947.

Linbuzosa BaneHtnHa ViBaHOBHA — K.M.H., Bpa4 OTAeNeHUs PYHKLMOHANLHON W YNbTPa3ByKoBoW AuarHocTukn ®IrbY «Haumo-
HasNbHbI MEANLWHCKUIA nccnenoBaTenbckuii LeHTp um. B.A. Anmasosa» Mun3dapasa Poccum (CankT-MNetepbypr, Poccus). ORCID
ID: https://orcid.org/0000-0001-5888-0774; PUHL, SPIN-koa: 8272-5074.

Kopa6enbHukoB Lannnna ViBaHoBuY — K.M.H., npodeccop Kadeapbl BHYTPEHHUX 60NE3HEN ¢ Kypcamu CeMenHON MeauLMHbI,
(OYHKLMOHANBHON AWArHOCTUKK, MHMEKLNOHHbIX 60ne3Heir, pektop AHO AMO «MOCKOBCKUA MeANKO-COLNANbHbIA WHCTUTYT
um. @.1. faaza» (Mocksa, Poccus). ORCID ID: https://orcid.org/0000-0002-0459-0488, PUHL, SPIN-koa: 7380-7790.

anunencus n NapokcnamMasibHble COCTOSAHUS www.epilepsia.su

262


https://market.yandex.ru/product--konvuleks-tab-prolong-p-o-plen/1404748671?cpa=1
https://market.yandex.ru/product--konvuleks-tab-prolong-p-o-plen/1404748671?cpa=1
https://market.yandex.ru/product--konvuleks-tab-prolong-p-o-plen/1404748671?cpa=1
https://doi.org/10.1517/14740338.4.2.345
https://doi.org/10.1517/14740338.4.2.345
https://doi.org/10.1017/S1368980015000555
https://doi.org/10.1093/humrep/35.Supplement_1.1
https://doi.org/10.1093/humrep/35.Supplement_1.1

SAMUAENCUSA
2021 Tom 13 Ne 3

M NAPOKCU3MAJIbHbIE

263

COCTOSAAHMSA

laBnoa Hagexpaa BuktopoBHa — K.M.H., PIE0Y BO «MO0OCKOBCKIIA rocyAapCTBEHHbI MeANKO-CTOMATONOMMYECKNIA YHUBEPCU-
TeT um. A.. EBgokumoBa» Munagpasa Poccun (Mocksa, Poccus).

Kykec Vnbs BnagummpoBuy — K.M.H., Bpa4y — KJIMHNYECKUIA papmaKkosor, Bpai-MMMYHOJI0T, PYKOBOAMTESb HAY4HO-KTMHUYECKO-

ro otaena AHO «MexayHapoHasa accoumauns KnmHU4eckux apmakosioros un gapmauestos» (Mocksa, Poccus). ORCID ID:
https://orcid.org/0000-0003-1449-8711; PUHL] SPIN-kop: 1166-3569.

[leTpeHko [apbsi AHApeeBHa — cTyaeHTKa 6-ro kypca MexayHapoaHoi wkonel «MeanunHa 6yayuiero» ®rAO0Y BO «[llepBbii

MoCKOBCKMIi rocyapCTBEHHbIN MeAMUMHCKNIA yHuBepcuTeT um. V.M. CevyeHoBa» MuHagpasa Poccun (Mocksa, Poccus). ORCID:
https://orcid.org/0000-0001-5849-5585.





