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v" Resume

Recurrent pregnancy loss is one of the areas where reproductive medicine continues to face major
problems, with recurrent gestational failures that often occur despite an extensive clinical
investigation. Defined as the loss of two or more consecutive pregnancies before reaching foetal
viability, this disorder places a significant physical and psychological burden on affected women, thus
creating a significant amount of diagnostic and therapeutic uncertainty. Although many etiological
factors have been discovered, a significant number of cases are still idiopathic, pointing to the
complexity of the underlying mechanisms. This study aimed to assess the clinical characteristics,
contributing factors and pregnancy outcomes in women with recurrent pregnancy loss under the
management of a tertiary medical centre in Samarkand. An observational design was used for this
study. 89 women were enrolled for the study period (September 2023 -- September 2025).
Comprehensive assessment included reproductive history assessment, endocrine and immune
assessment, uterine imaging and prospective monitoring of future pregnancies. Management
strategies were individualised and were based on identified risk factors, as well as current clinical
guidelines. The results showed that endocrine and immune-related abnormalities were the most
commonly found contributors; however, there was no single factor that was consistently found to
predict the outcome of pregnancy. Importantly, a significant proportion of women had successful
pregnancies during follow-up, including women who had no identifiable etiological factors. This
finding emphasises the dynamic nature of recurrent pregnancy loss, and that prognosis should not
be thought of as fixed based solely on the reproductive history to date.

Keywords: Recurrent Pregnancy Loss; Miscarriage; Infertility P
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v Rezyume

Takroriy homila yo ‘qotish reproduktiv tibbiyotda hanuzgacha muhim muammolardan biri bo ‘lib
golmoqda, chunki takroran gestatsion muvaffaqiyatsizliklar ko‘pincha keng qamrovli klinik
tekshiruvlarga garamasdan ham yuz beradi. Ikki yoki undan ortiq ketma-ket homiladorlikning fetal
hayotiylik davriga yetmasdan yo‘qotilishi sifatida ta’riflanadigan ushbu holat ayollarda jiddiy
jismoniy va ruhiy bosimni yuzaga keltiradi hamda diagnostika va davolash borasida muhim
noaniqliklarni keltirib chiqaradi. Ko‘plab etiologik omillar aniglangan bo‘lsa-da, holatlarning
sezilarli qismi hanuz idiopatik bo‘lib qolmoqda, bu esa asosiy mexanizmlarning murakkabligini
ko‘rsatadi. Ushbu tadgiqotning magsadi Samarganddagi uchlamchi tibbiyot markazida kuzatuv
ostida bo‘lgan takroriy homila yo‘qotish holatiga ega ayollarda klinik xususiyatlar, omillarning
ulushi hamda homiladorlik natijalarini baholashdan iborat bo‘ldi. Tadgiqotda kuzatuv
(observatsion) dizayni qo‘llanildi. Tadgiqot davrida (2023-yil sentyabr - 2025-yil sentyabr) 89 nafar
ayol tekshiruvga jalb gilindi. Kompleks baholash reproduktiv anamnezni tahlil gilish, endokrin va
immun tekshiruvlar, bachadonning tasviriy diagnostikasi hamda keyingi homiladorliklarni istigbolli
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tarzda kuzatishni o ‘7 ichiga oldi. Davolash strategiyalari aniglangan xavf omillariga va mavjud klinik
tavsiyalarga asoslangan holda individuallashtirildi. Natijalarga ko ‘ra, endokrin va immun tizim bilan
bog‘liq o‘zgarishlar eng ko‘p uchragan omillar sifatida qayd etildi, biroq homiladorlik natijasini
izchil tarzda bashorat gila oladigan yagona omil aniglanmadi. Muhim jihati shundaki, kuzatuv
davomida ayollarning sezilarli gismi muvaffagiyatli homiladorlikka erishdi, shu jumladan etiologik
omillar aniqglanmagan ayollar ham. Ushbu holat takroriy homila yo ‘qotishning dinamik xususiyatga
ega ekanini ko ‘rsatadi hamda prognoz faqat hozirgacha bo‘Igan reproduktiv anamnez asosida qat’iy
baholanmasligi kerakligini ta’kidlaydi.
Kalit so‘zlar: Takroriy homila yo‘qotish; Homila tushishi; Bepushtlik
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v’ Pestome

Iloemopuvie nomepu oOepemennocmu ocmaiomcsa O00HOU u3 Haubdonee CHO0IHCHLIX npodaem
COGPEMEHHOIL PEnPOOYKMUGHOI MEOUUUHDL, NOCKOILKY HOGMOPAIOWUECA 2eCHAYUOHHbLE HeyOaul
HepeoKo Haobnoarmcesa oaxice nocjie NPo6edeHUs PACUIUPEHHO20 KIUHUYECK020 00c1e008aHusl.
Jannoe cocmoanue onpedensiemca Kak nomepa 06yx uau 0onee nOCae008amenbHblX
Oepemennocmeii 00 00OCHUNCEHUA NAO0OM dHcusHecnocodnocmu. OHO @bi3bleaem 3HAUUMETbHYIO
duszuueckylo u  NCUXON02UYECKYI0 HAZPY3KY Yy MHCEHWUH U (opmupyem  8vlpadzceHHYI0
ouazHocmuyecKylww u mepanesmuyecKkyr) Heonpelenénnocms. Hecmompsa na eviaenenue
MHOIHCECEA IMUONOZUYECKUX PAKMOPOE, 3HAUUMENbHAA 001 CTIYHAe8 NO-NPENHCHEMY 0CHaémcs
UOUONAMUYECKOU, YMO OMpaxycaem CAOHCHOCHb U MHO20YPOBHEEOCHb HANO2EHEMUUEeCKUX
MEXAHUIMO8.

Llenvro nacmoswiezo uccnedo6anus 0bli0 OUEHUmMb KIUHUYECKUEe 0COOEHHOCMU, 803MONCHbIE
daxmopul pucka u ucxoovl GepemMeHHOCIU Y JHCEHUWUH C NOGMOPHBIMU NOMeEPAMU DepeMeHHOCmU,
HaOI00aUIUXCA 8 YCI08UAX MPEMUUHO20 Meduyunckozo yeumpa Camapxanoa. Hccneooeanue
6bINOHEHO 6 (hopmame HabdaWOamenbHo20 (06cepsayuonnozo) ousaitha. B meuenue nepuooa
uccneooganusn (cenmaopo 2023 - cenmaopo 2025) ¢ padbomy ovinu exntouenvt 89 sncenujun.
Komnnexcnaa ouenka 6K104ana ananu3 penpooyKkmugHo20 AHAMHE3A, IHOOKPUHOIO2UYECKOe U
UMMYHOI02UYECKOe 00ce006anue, GU3YAIU3AUUI0 MAMKU U HPOCHEKMUEHOe Habal00eHue
nocnedyrwuwux 0epemennocmei. Cmpamezuu 6e0eHuUsA nOOOUPAIUCHL UHOUGUOYATIBHO 6
3a6uUCUMOCIU O  GbIAGIEHHBIX (DAKMOPO8 pUCKA U 6 COOMEEMCHGUU ¢ OCUCMEYIOU{UMU
KAunuueckumu pexomenoayuamu. Pesynomamel noxkazanu, umo 3IHOOKPpUHHbIE U UMMYHHbIE
HapywieHus A6AAIUCL HAUboJ1ee YACHO 8bIAGIACMbIMU (hAKMOpamu, 00HAKO He Oblio 00HAPYIHCEHO
€0UHCMBEHHO020 NPEOUKMOPA, KOMOPBLIL 0bl CMAOUIBLHO Onpedensl ucxoo depemennocmu. Bascno
ommemums, YMmo ¢ npoyecce HadI00eHUA 3HAUUMENbHAA YACHb HCCHU{UH 00CIU2TIA YCHEUIHOT
bepemenHOCmU, 6KIIOYAA HAUUEHMOK 0e3 8bIAGNEHHBIX IMUOIOZUYECKUX NPUYUH. Dmom hakm
noouépkueaem  OUHAMUYECKUI  XapaxKmep  HOGMOPHLIX  nomepv  OepemeHHoCmu  u
ceudemenbCmeyem 0 mom, Umo RPOZHO3 He O00JIHCEH PACCMAMPUEAmuvCsa KaK (UKCUpoeanHblil
MOJIbKO HA OCHOGAHUU NPEObIOYULE20 PENPOOYKIMUGHOZ0 AHAMHE3A.

Kniouegvie cnosa: Iloemopuvie nomepu o0epemennocmu; Camonpou3eoibHbll GbIKUOBLULS
becnnooue

Relevance
R ecurrent pregnancy loss is not only a clinical diagnosis but a disease which has a significant
biological and emotional burden to women and their families. Defined as the loss of two or more
pregnancies in a row before fetal viability, recurrent pregnancy loss affects a fairly small yet clinically
important percentage of women of reproductive age. For clinicians, it is one of the most complex
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problems of reproductive medicine, occupying the crossroads of endocrinology, immunology, genetics
and obstetrics [1].

The particular difficulty in managing recurrent pregnancy loss is not only due to its multifactorial
character, but also because it is often not possible to identify a satisfactory cause. While abnormalities
of chromosomes, structure of the uterus, endocrine disorders, autoimmune phenomena, and
thrombophilia states are well-established factors, in many women, the cause of their losses remains a
mystery after extensive evaluation [2]. This ongoing uncertainty often causes frustration for both patient
and providers and thus reveals the extent of current limitations in the set of diagnoses.

Early pregnancy is a time of magnificent biological precision. Implantation, trophoblast invasion,
placental development and immune adaptation have to occur in a finely coordinated manner. Even slight
abnormalities in hormonal equilibrium, endometrial receptivity or maternal immune tolerance may
interfere with this delicate process and result in pregnancy failure [3]. Increasing evidence has suggested
that recurrent pregnancy loss may not be due to one pathologic event, but rather to the cumulative impact
of minor dysregulations which occur in successive gestations.

Endocrine and immunological factors have been of special interest in recent years. Thyroid
dysfunction, progesterone insufficiency and antiphospholipid antibodies are some of the more
commonly studied conditions, as there are possible opportunities for targeted intervention [4].
Nevertheless, the presence of these abnormalities does not guarantee a loss of pregnancy, and their
absence does not guarantee a successful outcome. Such variability calls for the need for personalised
clinical interpretation rather than rigid categorical diagnosis.

From the clinical point of view, recurrent pregnancy loss requires a holistic and patient-centred
approach. Management in modern times is not limited to identifying the etiological factors; optimisation
of preconception health, structured follow-up during the early stages of pregnancy, psychological impact
of repeated loss etc., are also taken into account. There are pieces of evidence to suggest that supportive
care without any other initiated treatment may improve in some women, thus underscoring the
importance of continuity and trust in the patient/physician relationship [5].

This study aims to elucidate the clinical features, contributing factors and pregnancy outcome of
women with recurrent pregnancy loss who have been treated at a tertiary care centre in Samarkand. By
conducting an analysis of real-world clinical data, the work aims to fill in the gap between theory and
practice to develop a more nuanced and compassionate approach to the management of this complex
condition.

Material and methods

This observational clinical study was undertaken in a tertiary-level obstetrics and gynaecology centre
in Samarkand among women diagnosed with recurrent pregnancy loss. The study period was from
September 2023 to September 2025, which allowed for sufficient time for structured diagnosis
evaluation, longitudinal follow-up and reproductive outcome evaluation within the routine clinical
setting. The design selected reflects real-life management of recurrent pregnancy loss in which clinical
decisions are based on cumulative results rather than results from a single test.

A total of 89 women of reproductive age were included. Participants were recruited from both the
outpatient and inpatient gynaecological services. Recurrent pregnancy loss was considered to be two or
more successive spontaneous losses of pregnancy before 20 weeks of gestation. The incorporation of
primary forms as well as secondary forms was included in order to capture the entire clinical spectrum.
Women with a history of one sporadic miscarriage, ectopic pregnancy, molar pregnancy or elective
termination were also excluded for the sake of consistency of the diagnosis.

A detailed reproductive and medical history was taken as a baseline evaluation. Particular emphasis
was placed on the number and time interval between previous pregnancy losses, interpregnancy
intervals, and associated obstetric problems. Medical history was focused on endocrine diseases,
autoimmune diseases, thrombotic diseases and chronic systemic diseases known to affect the outcome
of early pregnancy. Lifestyle factors like body mass index, smoking status and occupational stress were
recorded because they could cumulatively increase reproductive risk [6].

Diagnostic assessment was conducted by a structured but individually tailored assessment protocol.
Hormonal evaluation included serum thyroid-stimulating hormone, prolactin, and progesterone levels
that were interpreted based on the cycle phase and gestational context. Autoimmune screening for
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antiphospholipid antibodies was done in women who had clinical indications or repeated early
pregnancy losses. Transvaginal ultrasonography was obtained in all participants to assess the uterine
anatomy, endometrial morphology and ovarian structure. When abnormalities in the uterus were
suspected, additional procedures to diagnose the condition were recommended, such as a hysteroscopy.
This stepwise strategy is in agreement with current international recommendations for recurrent
pregnancy loss evaluation [7].

Women who became pregnant during the period of the study were followed up prospectively. Early
pregnancy monitoring was focused on confirmation of intrauterine implantation, viability of the embryo
and early development of the placenta. Therapeutic interventions (progesterone supplementation,
levothyroxine therapy or anticoagulant treatment) were prescribed individually, based on identified risk
factors and current clinical guidelines and not as universal protocols. This individualised approach is
indicative of some emerging consensus that requirements are more effectively met by individualised
management than blanket treatment strategies in recurrent pregnancy loss [8].

Pregnancy outcomes were classified as early pregnancy loss, sustained pregnancy after the first
trimester or live birth. Maternal complications that developed during pregnancy were registered. Data
analysis had a strong focus on clinically meaningful interpretation of observed patterns rather than
complex statistical modelling, to ensure that it was relevant to everyday clinical practise. All diagnostic
and therapeutic procedures were conducted as part of routine care, and strict consideration was given to
adherence to ethical standards and patient confidentiality [9].

Result and discussions

Evaluation of clinical records of 89 women who had experienced recurrent pregnancy loss showed
that there is little uniformity and predictability to the condition. Although all the patients had a common
diagnosis, their clinical course, contributory factors, and reproductive outcomes differed significantly.
This variability became especially obvious when the etiological factors were analysed in relation to
pregnancy outcomes, reinforcing the concept that recurrent pregnancy loss represents a spectrum of
interacting mechanisms rather than a uniform disorder [10].

Endocrine abnormalities became the most common factors identified as contributing factors. Thyroid
dysfunction and insufficiency of the luteal phase were frequently subtle and clinically silent, so that they
became apparent only after repeated pregnancy failures. Immune - mediated and thrombophilic
conditions were more frequent in women with first-trimester losses, which is suggestive of a possible
involvement of impaired implantation and early placental development. Structural uterine abnormalities
(less common) were usually associated with similar gestational age losses. Despite exhaustive
assessment, a large proportion of women had no obvious cause for their recurrent pregnancy loss, thus
demonstrating the ongoing difficulty with unexplained recurrent pregnancy loss as reported in current
literature [11].

Table 1. Contributing factors identified in women with recurrent pregnancy loss (n = 89)

Contributing factor Number of patients Percentage (%)
Endocrine factors 28 31.5
Autoimmune/thrombophilic factors 19 21.3
Uterine structural abnormalities 15 16.9
Infectious or inflammatory factors 9 10.1
Unexplained 18 20.2

This table illustrates the heterogeneous etiological landscape of recurrent pregnancy loss. Endocrine
and immune-related factors together accounted for more than half of the identified contributors;
however, the persistent proportion of unexplained cases highlights the limitations of current diagnostic
strategies. These findings are consistent with recent reports emphasising that even advanced evaluation
fails to identify a definitive cause in a substantial number of patients [10].

Pregnancy outcomes observed during the follow-up period further emphasised the unpredictable
nature of recurrent pregnancy loss. Some women achieved successful pregnancies following targeted
intervention and close monitoring, while others experienced repeated early losses despite similar
management strategies. Importantly, favourable outcomes were not limited to women with identifiable
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causes, suggesting that supportive care and structured follow-up may independently influence
reproductive success [12].

Figure 1. Distribution of pregnancy outcomes during follow-up (Pie chart)

m Live birth

m Ongoing pregnancy beyond
the first trimester

Early pregnancy loss

No conception during follow-
up

The pie chart shows that almost half of the women ultimately had a live birth, which is important to
show that recurrent pregnancy loss is not associated with an inability to have more children. At the same
time, the persistence of early pregnancy loss in a significant proportion of patients reflects the inherent
level of uncertainty of prognosis. These findings are consistent with recent evidence of high levels of
outcome variability even following thorough evaluation and tailored management [11,12].

Overall, the results support the view that recurrent pregnancy loss should be considered as a dynamic
clinical condition. Outcome variability observed in this cohort supports the need for individualised
counselling, ongoing reassessment and flexible management strategies as opposed to deterministic
expectations based only on past pregnancy history.

Discussion

The results of this study underscore the complex and heterogeneous nature of recurrent pregnancy
loss and confirm knowledge in this field that this condition is not explained by a single etiological
pathway. Although patients share a common clinical category, their reproductive histories, contributory
factors and pregnancy outcomes show considerable variability. This observation is consistent with
current views that recurrent pregnancy loss is a multifactorial disease that is influenced by the interaction
of endocrine, immunological, anatomical, and environmental factors rather than being a uniform disease
entity [13].

One of the most clinically-relevant observations is the preponderance of endocrine and immune-
related abnormalities of affected women. Thyroid dysfunction and subtle hormonal imbalances were
commonly not detected until repeated losses were experienced; thus, early screening for disturbance
may not be capable of identifying clinically meaningful disturbance. These findings add to the emerging
view that even mild deviations in the endocrine system may impair early placentation and embryo-
maternal communication, especially in women of poor physiological reserve [14]. Importantly, the
presence of such abnormalities was not a guarantee of adverse outcomes, highlighting the importance
of context and cumulative risk rather than individual laboratory values.

Of special concern is the unremitting proportion of cases that could not be explained in this cohort.
Despite the evaluation, a significant number of women still ended up without any obviously identifiable
cause for their pregnancy loss. This is similar to data in large international studies, which report on the
incidence of recurrent pregnancy loss of up to 50% for unexplained reasons. Rather than being attributed
to diagnostic failure alone, such a phenomenon is presumably indicative of the involvement of
mechanisms that are not yet completely understood or cannot be routinely evaluated in clinical practice,
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such as subtle immune dysregulation, impaired endometrial receptivity or altered maternal-fetal
signalling [15].

Pregnancy outcomes during follow-up are another way of showing the unpredictable nature of
recurrent pregnancy loss. The attainment of live birth in an appreciable proportion of women, even those
without identifiable etiological factors, implies that the prognosis should not be considered fixed.
Supportive care, close monitoring and individualised intervention may have beneficial effects unrelated
to specific treatment modalities. This observation is consistent with evidence that structured follow-up
and continuity of care alone can improve reproductive outcomes, likely by reducing the stress,
improving adherence, and the possibility to timely response to early pregnancy complications [16].

From a clinical perspective, these results support the importance of having a patient-centred and
flexible management approach. Rather than using uniform treatment protocols, clinicians should be
looking to dynamic risk assessment, repeated evaluation and individualised counselling. Equally
important is addressing the psychological burden associated with recurrent pregnancy loss because
emotional distress may contribute to the further exacerbation of physiologic vulnerability during early
pregnancy.

Overall, the results of this study support the paradigm shift in the management of recurrent pregnancy
loss. The condition should be considered not as a diagnostic determination but as a dynamic condition
of reproduction demanding an approach of integrated medical, psychological and supportive medical
care. Continued research to improve tools of diagnosis as well as identify novel biomarkers may further
improve individualised management and ultimately improve reproductive outcomes for affected
women.

Conclusion

Recurrent pregnancy loss continues to be a complex reproductive problem that goes beyond one
diagnosis or one aetiology. The results of this study show that pregnancy loss in affected women is
determined by a complex interaction of endocrine, immunological, anatomical and often unexplained
processes. Importantly, the absence of a clearly identifiable cause is not tantamount to an unfavourable
prognosis, and the presence of a certain abnormality does not necessarily predetermine failure of
pregnancy. The variability in pregnancy outcome seen in recurrent pregnancy loss points to the
variability of recurrent pregnancy loss. A large number of women had successful pregnancies after
evaluation and individualised management, emphasising that past reproductive history should not be
considered a fixed predictor of future outcomes in women. These results provide further evidence for
the importance of ongoing clinical assessment, individualised intervention and realistic but optimistic
counselling. From a clinical point of view, an integrated and patient-centred approach to the
management of recurrent pregnancy loss is necessary. Apart from diagnostic investigations, hormonal
balance, immune modulation and early pregnancy surveillance play a critical role. Equally key to this is
dealing with the psychological consequences of recurrent loss, as emotional health and clinical outcomes
are closely interrelated. In conclusion, recurrent pregnancy loss should be considered as a dynamic
reproductive condition, rather than a deterministic diagnosis. Personalised care with structured follow-
up and a multidisciplinary approach has the best potential to improve reproductive outcomes as well as
patient confidence. Continued research to improve the diagnostic strategies and delve into the subtler
pathophysiological mechanisms will further facilitate individualised care for women with recurrent
pregnancy loss.
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	Клинические проявления во многом зависят от характера поражений желчных путей. Наиболее серьезным осложнением при прорыве кисты в желчные протоки является холангит. Хирургическое лечение эхинококкоза, осложнённого развитием желчных свищей, представляе...
	Согласно данным Курбонова К. М. и соавт., клиническая картина у этих пациентов может варьироваться от тяжёлой формы с выраженной симптоматикой, связанной с механической желтухой. Она характеризуется тяжелым течением и возникает при прорыве содержимого...
	Существуют также стертые клинические формы, при которых цистобилиарный свищ образуется с сегментарными желчными протоками. В этих случаях полной обтурации не происходит, так как крупные дочерние пузыри и частицы хитиновой оболочки не могут проникнуть ...
	Наблюдались и лёгкие формы заболевания, которые обусловлены небольшим перфоративным отверстием и сохранностью хитиновой оболочки паразита. В этих случаях присутствует только перицистобилиарный свищ, который является наиболее распространённой формой ци...
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