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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.
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Abstract.
An embryopathy with the disappointment of the nasal cycles 

as well as a combination of the palatal racks causes orofacial 
cleft (OFC). Perhaps the most pervasive distortion among live 
births is this extreme birth condition. The two kinds of human 
clefts are cleft of the lip with or without a palate (CL±P) and 
cleft palate only (CPO). They are both hereditary in origin, 
although ecological impacts play a part in the advancement 
of these innate irregularities. The capacity of prescriptions at 
the beginning of cleft lip is analyzed in this overview. The 
data came from epidemiological investigation, (ii) laboratory 
animal trials, and (iii) genetic investigation in humans. These 
investigations have tracked down a connection between 
prescriptions of corticosteroids and antiepileptics taken during 
gestation and an improved probability of having OFC-positive 
children, however, no connection between anti-inflammatory 
medicine and OFC has been found.

Key words. Orofacial cleft, cleft palate, cleft lip, embryopathy.
Introduction.

Orofacial cleft (OFC) is brought about by a gestation that 
instigates the nasal cycles and additionally, palatal racks to 
neglect to combine. Perhaps the most predominant deformations 
among live births are this serious birth condition. To be sure, 
among Caucasians, the frequency is in the scope of 1/700-
1/1,000 [1]. Physically, clefts of the human face are isolated into 
two groups: those including the auxiliary palate alone (the back 
as well as a delicate palate) or cleft palate only (CPO), and those 
including the essential palate, which incorporates cleft of the 
lip with or without the palate [2]. This uniqueness is naturally 
huge and upheld by gestational proof: the essential and optional 
palates are made objectively [3]. Besides, finding a family 
CPO if the record case has, as well as the other way around, 
is impossible. Neuroprotective peptides have been displayed 
in specific examinations to lessen undeveloped mortality and 
learning shortages actuated by pre-birth liquor exposure [4-6]. 

GABAbeta3, a part of the gamma-aminobutyric acid A 
(GABA) receptor, is significant for the sensory system and 
palate development [7]. Treatment with neuropeptides decreases 
the liquor-actuated decrease in GABAbeta3 articulation 10 
days after liquor openness, as per an in vivo examination [8]. 
Neuropeptides might be helpful in the avoidance of cleft lip 
and palate since the palate development proceeds. Different 
synthetics like changing development TGF-beta and retinoic acid 
may likewise assume a part in palatogenesis, notwithstanding 
GABAergic flagging instruments [9]. Anticonvulsants 
(phenytoin/hydantoin, oxazolidinediones, and valproic acid) 

have been connected to a higher frequency of inborn anomalies 
in studies [10]. Because of extreme embryopathies, each of the 
three treatment classes causes cleft lip and additionally a cleft 
palate only.

This dissimilarity is naturally huge and upheld by 
embryological proof: the essential and optional palates are made 
independently. In 1990, Laegreid approved these discoveries 
for benzodiazepines overall. One more study28 viewed 
benzodiazepine teratogenicity, all in all, presuming that there 
is an imperceptible teratogenic danger related to anticonvulsant 
medicine. While diazepam is a mutagen in delicate rodents at 
extremely huge portions, its consequences for creating a human 
face are probably going to be insignificant or nonexistent. 
In a later report, researchers checked out the impacts of 
benzodiazepines during pregnancy, and they observed that they 
affirmed the recently proposed higher danger for OFCs [11-15].
Aetiology.

Genetic variables are thought to have a significant influence 
on the aetiology of this inborn anomaly, as 20% of patients 
in various populations have a conclusive family history. OFC 
has a high genetic part, as per the primary populace-based 
information. The higher incidence rate seen in monozygotic 
twins (36%) contrasted with the heterozygotic twins (4.7%) 
gives more proof of genetic variations [4-6]. 

Non-genetic factors play a vital part in clefting, as indicated by 
population-based studies: mutagens like phenytoin and valproic 
acid are acknowledged to indulge OFC. Murine studies have 
been set up to concentrate on drug-incited embryopathy and, 
more as of late, to find out with regards to qualities and metabolic 
pathways. The way that non-syndromic cleft lip in mice, just as 
in humans, is genetically perplexing special from singular cleft 
palate makes understanding the discoveries troublesome [16]. 

Oral cleft patients are monitored, and rehabilitation is carried 
out in a treatment unit with the necessary skills and resources. 
Imaging studies are a key part of monitoring. Rehabilitation 
and follow-up form a seamless whole. Follow-up visits are 
scheduled. 

• every three months in the first and second years.
• every four months in the third year and,
• every six months in the fourth year until the fifth year. 
During follow-up, about half of the treated oral Clefts recur 

locally or in local lymph nodes. Although the risk of recurrence 
of primary disease is reduced to 10-20% of baseline in two years 
and even lower in five years, rehabilitation and maintenance 
treatment of oral cleft patients require even longer follow-up. 
Follow-up should bear in mind the significant risk of new Cleft 
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in the upper respiratory tract or gastrointestinal tract in these 
patients. As follow-up and rehabilitation progress, part of the 
follow-up can be done closer to the patient's place of residence 
[17,18].

Every cleft patient has the right to good palliative care. The key 
to this is pain relief and care. The goal is to find a symptomatic 
treatment that outweighs the side effects. The expertise of 
the entire care team must be utilized in the implementation. 
Treatment decisions are made in consultation with the patient. 
Relatives should be included in the treatment. Topical treatment 
of the oral mucosa and teeth, as well as treatment of infections, 
often relieves pain and mouth symptoms. Access to food and an 
unobstructed airway must be ensured. Sometimes surgery and 
irradiation may be useful as part of palliative care, for example, 
revision and repair of large areas of necrotized areas even with 
microvascular grafting. Palliative radiotherapy can reduce pain, 
and oedema, and cause tumour necrosis in up to 70% of cases, 
but it does not affect prognosis. Treatment of infections is also 
part of the treatment of pain [19].
Incidence.

The incidence differs among innate mouse strains, just as 
with the measurements and phase of pregnancy at which the 
prescription is controlled. The ingrained A/J strain, which has 
an unconstrained cleft lip, has more modest sidelong middle 
cycles than other safe strains, which wander gradually to impede 
combination. Cortisone not only affected the extracellular 
network organization and the measure of palatal rack cells 
in A/J mice, but it likewise deferred rack rise; moreover, just 
50% of the cortisone-treated palates arrived at complete even 
arrangement of the racks in all locales of the palate. The impacts 
of triamcinolone hexacetonide on lip morphogenesis after 
organization on the eighth day of pregnancy were researched. 
The cleft lip was seen to be multiple occasions as normal in 
treated A/J mice as in untreated controls. The horizontal nasal 
cycles of impacted A/J incipient organisms were seriously 
decreased in size [20]. 

Read mouse strains for defenselessness to a cortisone-
instigated CPO and approved the meaning of qualities on 
chromosome 17 related to the H-2 complex (homologous to the 
human HLA framework). Afterwards, the equivalent group19 
modified the guide of the Cps-1 quality's chromosomal region 
(CPO helplessness [1]. On mouse chromosome 11, at an area 
with linkage similitude to human 17q21-24, a huge CLP-causing 
quality was found. We had the option to show that openness 
to hydrocortisone (HC) in a focus subordinate way stifles the 
palatal combination procedure by restraining apoptosis in the 
epithelial cells at the tip of the palatal racks by utilizing an in 
vitro organ culture framework by creating mice palates [21].

Careful information to the patient affects his or her compliance 
with treatment and the success of treatment and rehabilitation. 
A multi-professional care team participates in the treatment of 
an oral Cleft patient. The patient's lifestyle, general condition 
and psychosocial background influence treatment decisions 
and outcomes. The team should map out these factors already 
during treatment planning. Rehabilitation planning is part of the 
treatment package. A thorough oral examination is performed 

before starting the actual treatment of the Cleft. In addition, 
panoramic tomography of the jaws and possible intraoral 
radiographs or other target imaging are essential in assessing 
infectious foci [22]. The line of treatment is primarily infection 
prevention, according to which carries colonies are rehabilitated 
and diseased teeth are removed; dental root canals are rarely 
considered. This helps maintain the functionality of the bite 
organ and prevents complications. The nutritional status of 
patients with oral Cleft is often poor.

Radiation therapy for oral Cleft causes immediate and late 
side effects in the patient, some of which remain permanent and 
affect the quality of life. Combined surgical and radiotherapy 
significantly complicate the operation and impair the quality of 
life than either alone. Adequate analgesia should be given at 
all stages of treatment. After surgery and during radiotherapy, 
cleaning the mouth and teeth, preferably by professional staff, 
is very important to promote wound healing and prevent 
inflammation of the graft and mucous membranes. Physical 
treatment (lower jaw and hand exercises, speech and eating 
exercises) is started as soon as wound healing allows. The 
speech therapist is consulted at this stage for oral motor disorders 
[23]. Access to a varied diet even after repatriation is important 
and a consultation with a nutritionist is recommended. The 
social worker, together with the nursing staff, will provide the 
necessary post-repatriation support services [1].
Epidemiology.

The inducing activity of phenytoin was approved in ongoing 
epidemiologic research assessing the conceivable connection 
between different pharmacological medicines during pregnancy 
and OFC. PHT's fetal secondary effects have been connected to 
plausible undeveloped cardiac arrhythmia and ischemia damage 
inside a limited creating period, as indicated by exploratory 
research. [20]. CL is created because of this hypoxia, which is 
brought about by an obscure downstream interaction. Aberrant 
information from teratology studies and upholds a hypoxia-
related teratogenic instrument by PHT. More limited lengths 
of extreme hypoxia bring about development hindrance and 
a similar sort of stage-explicit anomalies as longer times of 
hypoxia (distally advanced decreases, orofacial clefts, and 
cardiovascular imperfections).

For a case-control study, researchers tracked down a 
connection between mouth cleft in infants and maternal 
corticosteroid openness during pregnancy. Information on 
deformed youngsters with a cleft palate only or cleft lip and 
a background marked by maternal early pregnancy drug use 
are remembered for the review [22]. They found a connection 
between foundational corticosteroid openness and the 
improvement of cleft lip with or without the cleft palate only. 
One more investigation of 1142 Swedish babies with OFC and 
maternal prescription openness in the primary trimester found 
a connection between glucocorticoid use and child cleft. This 
danger is by all accounts most noteworthy for individuals with 
a median CPO. In a new paper analysing hostility to asthmatic 
medicine, a similar creator added more strength. Breathed in 
corticosteroids was found to improve the probability of OFC, 
especially for the median CPO.
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The incidence and incidence of oral Cleft varies considerably 
from country to country. The incidence of lip Cleft in men in the 
UK has decreased over the past 30 years, but tongue Cleft and 
Clefts in other parts of the mouth have increased. In women, both 
lip Cleft and Clefts in other parts of the mouth have increased. 
In 2009, the age-standardized incidence of lip Cleft in men per 
100,000 person-years was 2.1, 1.4 for tongue Cleft, and 1.6 
for Clefts in other parts of the oral cavity. The corresponding 
figures for women were 0.6 0.7 and 0.9 per 100,000 [24]. The 
incidence of Cleft of other parts of the mouth per one hundred 
thousand person-years is higher in the group of people over 55 
in both women and men in the UK than in Northern Europe 
in general or worldwide. The age-standardized relative 5-year 
survival rate for patients diagnosed between 2005 and 2010 was 
93% for men (87% for women), 38% (55%) for tongue Cleft 
and 48% (54%) for Cleft of other parts of the mouth [23].
Mechanism.

Corticosteroids are first-line medicine used to treat a scope of 
diseases in ladies of conceptive age; corticosteroids' clefting 
job has been all around portrayed in creature models. Some 
examinations have taken a gander at the connection between 
steroid use by ladies during the periconceptional period (one 
month before origination to 90 days after origination) and the 
conveyance of youngsters with explicit inborn irregularities 
[22]. Nonsyndromic CLP and CPO were accounted for to be 
at a raised risk. Likewise tracked down that, while prednisone 
doesn't represent a critical teratogenic danger in people at 
remedial levels, it raised the rate of oral separation by a 
request for 3.4-overlay, which is steady with past discoveries. 
Examinations on creatures tracked down a generous expansion in 
the commonness of maternal utilization of effective corticosteroid 
arrangements in the main trimester of pregnancy for a situation 
control investigation of youngsters without syndromic congenital 
fissures or palate (odd proportion 13.154) [22].

Explored the component of phenytoin (PHT) teratogenicity 
utilizing a creature model. They found a higher rate of congenital 
fissure and a drop in mother serum folate concentrations in mice 
treated with PHT during pregnancy in the first report. They 
presumed that PHT impacts maternal folate digestion because 
methylenetetrahydrofolate reductase action was diminished 
in the liver of mice during pregnancy yet not in undeveloped 
organisms. Similar creators found a connection between 
plasma levels of PHT and corticosterone44 in a subsequent 
report [24]. They estimate that the delayed expansion in 
plasma corticosterone during organogenesis could be a job in 
the higher rate of congenital fissure and palate found in A/J 
mice after PHT treatment. Uncovered mouse palate explants 
to diphenylhydantoin (DPH) and observed that the teratogen 
produces congenital fissures by smothering mesenchymal and 
epithelial cell development [23]. 

Anticonvulsants (phenytoin/hydantoin, oxazolidinediones, 
and valproic acid) have been connected to a higher frequency 
of inherent irregularities in studies [25]. Because of extreme 
embryopathy, every one of the three treatment bunches causes 
congenital fissures as well as a congenital fissure. It's worth 
focusing on those mothers of newborn children with CPO who 
had a huge ascent in benzodiazepine use, though mothers of 

CLP babies had no such critical increase [26]. All things being 
equal, tracked down a connection between CLP and diazepam 
openness during the main trimester [24]. In 1990, Laegreid 
[27] approved these discoveries for benzodiazepines overall. 
In a different examination, took a gander at benzodiazepine 
teratogenicity, as a rule, reasoning that there is an imperceptible 
teratogenic danger related to anticonvulsant prescription [26].
Vitamins and Minerals.

Vitamins and Minerals are widely applied to pregnancy to 
protect the fetus from deficiency, such as iron and folic acid, 
which are widely tolerable. However, other vitamins including 
vitamins c, E, and D [28,29] or minerals (zinc) [30-32] should 
be used with caution and a wise dose to avoid issues, especially 
upon lack of clear clinical trials.
Conclusion.

The first trimester of pregnancy was involved in the 
aetiology of mouth anomalies, as indicated. An assessment 
of a significant collection of a distributed trial creature and 
human epidemiological information, then again, tracked down 
no direct indisputable proof of adverse consequences on the 
pregnant mother and her creating embryo. 4 looked dissected 
the connection between maternal headache medicine utilized 
in the main long stretches of pregnancy and the most well-
known inherent irregularities, including defects of the neural 
tube, gastroschisis, CPO and CLP. They found no higher risk of 
intrinsic deformities utilizing an enormous case-control dataset. 

Research on inherent anomalies in youngsters whose 
mothers took nonsteroidal anti-inflammatory medicine during 
pregnancy. OFC was found to have a raised danger, which was 
connected to the use of naproxen. At long last, it is notable 
that no syndromic OFC is comprised of two unmistakable 
substances: CLP and CPO. Both have a hereditary part, and 
ecological conditions influence their turn of events. Certain 
drugs (steroids and anticonvulsants) during pregnancy have 
been connected to an expanded risk of having a child with OFC, 
as indicated by epidemiological investigations. In all cases 
these ecological impacts cause their belongings to be indistinct 
in all conditions. Before a reasonable image of the essential 
components engaged with lip and palate development can be 
delivered, more research will be required. These elements will 
support a superior comprehension of this complicated sickness 
and the advancement of more powerful therapies.
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