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Backgronnd and aims: Crown-rump length (CRL) measurement is usually used to predict
threatened abortion or spontaneous miscarriage in early pregnancy. The present study
aimed to examine whether there is any association between smaller-than-expected CRL
and subsequent adyerse pregnancy outcomes in the population under study. Materials and
methods: This prospective study included 256 pregnant women with intranterine, viable
singleton spontaneous pregnancies with 6-13 weeks of gestation attending the Obstetrics
and Gynaecology department, Fakbruddin Al Abmed Medical College and Hospital,
Barpeta. The expected CRL was determined based on a recognized growth curve of
gestational age and CRL. The observed and expected CRL deviations were expressed as
a z-score and evaluated between the miscarried and viable pregnancy groups. Results: The
average maternal age at enrolment was 26.2%5.9 years. The majority (52.7%) of
women were nulliparous. Most of the participants (62.9%) women had completed education
up to the secondary level and had an average body mass index (60.5%). The mean
gestational age was 9.4%1.5 weeks. Among 256 pregnant women, 26(10.1%) resulted
in spontaneous miscarriages. The mean 2 score of CRL was significantly lower among the
miiscarried group than the continued pregnancy group (-1.91 vs -0.86, p-value 0.03).
Also, the mean maternal age was considerably higher (30.50 vs 25.74, p-value< 0.01)
in the miscarried group than in the continued pregnancy group. Conclusion: Smaller than
expected crown rump length is a potential contributing factor for subsequent pregnancy
loss. Ultrasound biometry evaluation may offer important information regarding fetal
growth and threatened miscarriage.
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INTRODUCTION

Eatly pregnancy loss or spontaneous miscarriage is a
common complication that may affect almost 10% of
spontaneous pregnancies. While in assisted pregnancies, the
incidence of miscarriage is almost 30%.' Various serologic
and ultrasound markers are developed to identify the
pregnancies at risk of miscarriage.>> However, the major
drawback of serologic markers is that they can help only in
already-diagnosed miscarriages.

Transvaginal ultrasound provides highly reliable, high-
resolution images for diagnosing early intrauterine
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pregnancies and the subsequent development of the fetus.
Ultrasound measurements like Gestational and yolk sac, fetal
heart rate, and CRL are the ultrasound parameters used to
evaluate viability and development of eatly pregnancy. CRL
measurement is usually used to predict threatened abortion
ot spontaneous miscarriage in early pregnancy.”’ Various
studies have reported an association between smaller-than-
expected CRL and increased probability of miscarriage.””

Most studies regarding adverse pregnancy outcomes
and their association with CRL in early pregnancy are
conducted in developed countries. Literature on the topic
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is very limited in the context of the Indian population,
specifically in the underdeveloped region of North-east
India. The present study is undertaken amongst pregnant
women with single viable intrauterine pregnancies of 6-13
weeks gestation attending the Obstetrics and Gynaecology
department of Fakhruddin Ali Ahmed Medical College and
Hospital (FAAMC & H), Barpeta, Assam. The present study
aimed to examine whether there is any association between
smaller-than-expected CRL and subsequent adverse
pregnancy outcomes in the population under study.
MATERIALS AND METHODS

This current study was carried outat the Radiology
Department of FAAMC & H, Barpeta, Assam,from May
2017 to December 2018. The study included pregnant
women of 6-13 weeks gestation attending the Obstetrics
and Gynaecology department of FAAMC & H, Barpeta,
Assam. The prospective study included 256 pregnant
women having intrauterine, viable singleton spontaneous
pregnancies. The ethics committee of FAAMC & H
approved the study. Before data collection, informed
consent was obtained from each participant after explaining
the study’s objectives.

Pregnant women with regular menstrual cycles having
ultrasonographically confirmed 6-13 weeks gestation with
viable singleton intrauterine pregnancy were included.
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Multiple pregnancies, pregnancies with assisted conception,
and pregnancies of more than 13 weeks of gestation were
excluded.

An ultrasound machine (SIEMENS ACUSON X
300, Germany) with a 2-5 MHz transducer (SECTOPROBE
CH 2-5 MHz) was used to determine pregnancy viability
and fetal biometry measurements. Three values of embryonic
CRL were measured, and the expected CRL was determined
following international references.'”The pregnancy outcomes
were recorded as subsequently miscarried and continued
pregnancies as perhospital records or directly contacting
the participant. The deviations of each observed and
expected CRL value were expressed as z-scores and
compared between the two outcome groups
RESULTS

The age of the participants ranged from 15-42 years.
The average maternal age was 26.21+5.9 years. Almost 40%
of the participants were more than 30 years of age. At the
same time, only 12.9% of the participant were below the
age of 20 years. Most women (52.7%) were nulliparous,
and most participants (62.9%) had completed education
up to the secondary level. Almost 60.5% of the studied
women had anormal body mass index. The average
gestational age was 9.4 £ 1.5 weeks at the time of CRL

measurement (Table 1).

Table 1 Demographic features of the participants

Characteristics Categories Frequency Percent
Age < 20 years 33 12.9
20-24 years 78 30.5
25-29 years 43 16.8
30-34 years 31 12.1
>= 35 years 71 27.7
Parity Nulliparous 135 52.7
Multiparous 121 42.3
Educational status Illiterate 26 10.2
Primary 33 12.9
Secondary 161 62.9
Graduate 28 10.9
Postgraduate 8 3.1
BMI Normal 155 60.5
Underweight 79 39.9
Overweight 22 8.6
Socio-economic status Lower 54 21.1
Lower middle 46 18.0
Middle 51 19.9
Upper middle 52 20.3
Upper 53 20.7
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A total of 356 pregnant women were recruited
for the study, out of which 26(10.1%) resulted in
spontaneous miscarriages. The mean z score of CRL
was significantly lower among the miscarried groupthan
the group that continued pregnancy (-1.91 vs -0.86,
p-value 0.03). Also, the average maternal age was
significantly higher (30.50 vs 25.74, p-value< 0.01)
in the miscarried group than in the continued
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pregnancy group. The chi-square test showed
significant deviations in the maternal age group (p-
value<(0.01) and BMI (p-value 0.01) between the two
groups. Categorizing the z score of CRL into two
groups with the cut-off of -1, it has been found
majority (65.4%) of miscarried pregnancies had a CRL
z score below -1. However, the association was not
significant (Table 2).

Table 2 Comparison between miscarried and continued pregnancy group

Variables Continued Miscarried p-value t-test
pregnancy

Maternal Age

<=20 years 32 (13.9%) 1 (3.8%) 0.001

21 -25 years 75 (32.6%) 3 (11.5%)

26-30 years 39 (17.0%) 4 (15.4%)

31-35 years 22 (9.6%) 9 (34.6%)

> 35 yeats 62 (27.0%) 9 (34.6%)

Parity

Nulliparous 123 (53.5%) 12 (46.2%) 0.53

Multiparous 107 (46.5%) 14 (53.8%)

BMI

Normal (18.5-24.9) 144 (62.6%) 11 (42.3%) 0.01

Underweight (<18.5) 70 (30.4%) 9 (34.6%)

Overweight (225.0) 16 (7.0%) 6 (23.1%)

Socio-economic status

Lower 47 (20.4% 7 (26.9%) 0.92

Lower middle 41 (17.8%) 5(19.2%)

Middle 46 (20.0%) 5(19.2%)

Upper middle 47 (20.4%) 5(19.2%)

Upper 49 (21.3%) 4 (15.4%)

CRL z score

-1 or more 120 (52.2%) 9 (34.6%) 0.1

Below -1 110 (47.8%) 17 (65.4%)

According to the univariate logistic regression results,
women over 35 years old at the time of conception were
about three times more likely to miscarry (Crude or 3.15;
95% C.1.-0.95-10.44). Also, overweight women had a
significantly almost five times higher risk of miscarriage
than women with normal BMI. The occurrence of
miscarriages was marginally higher among the lower CRL

group, as those with a CRL z score below -1 are almost at
twice the risk of miscarrying, After controlling for maternal
age group, parity, BMI, and socioeconomic status, the
multivariate logistic regression with the backward wald
technique found that pregnancies smaller than predicted
CRL (CRL z score blow -1) had an approximately three
times greater risk of miscarriage (Table 3).

Page |54 Official Publication of Academy of Health Research and Medical Education (AHRME)



Smaller than expected crown-rump length nltrasonnd measurements in 1st-trimester

IJHRMLP
pregnancy: does it have any risk of subsequent pregnancies?

ISSN 2394-806X (Print), ISSN 2454-5139 (Online)

Table 3 Multivariate analysis for predicting miscarriage

Variables Crude OR (95% | p- value | Adjusted OR P-value
CI) (95% CI)
Age- group | 26-30 years ref
<=20 years .34 (0.07-1.69) 19 .34 (0.07-1.68) 184
21 -25 years 41 (0.12 -1.44) 17 .39 (0.11-1.306) 138
31-35 years 1.57 (0.50-4.95) 44 1.40 (0.44-4.49) 567
> 35 yeats 3.15 (0.95-10.44) | .06 4.28 (1.20-15.24 | .025
Parity Nulliparous ref
Multiparous 1.34 (0.59-3.02) | 0.48
BMI Normal (18.5-24.9)
Underweight (<18.5) 1.68 (0.68-4.25) | 0.27
Overweight (= 25.0) 4.91 (1.60-15.06) | 0.005
Socio- Uppet ref
economic Upper middle 1.30 (0.33-5.15) 71
status Middle 1.33 (0.34-5.27) | .68
Lower middle 1.49 (0.38-5.93) | .57
Lower 1.82 (0.50-6.64) .36
CRL z score | -1 or more ref ref
Below -1 2.06 (0.88-4.81) .09 2.76 (1.08-7.03) 0.03
DISCUSSION relationship between negative CRL z-score categories and

Ultrasound measurement of CRL is a common
approach to assessing gestational age and is avaluable
indicator of fetal growth in early pregnancy. The current
research aims to measure whether smaller than expected
CRL in the 1*-trimester pregnancy has any risk for
subsequent pregnancy outcomes among participants
attending the obstetrics and gynaecology department of a
tertiary care hospital in Northeast India.

The study included 356 pregnant women, among
whom 26(10.1%) resulted in spontaneous miscarriages. The
mean CRL z score was significantly lower among the
miscarried group than the group that continued pregnancy
(-1.91 vs -0.86, p-value 0.03). Various other studies in a
hospital setting also reported smaller-than-expected CRL
in early pregnancy as a significant predictor of subsequent
miscartiage.””!" It was also found that the majority (65.4%)
of miscarried pregnancies had a CRL z score below -1. A
recent study from Bangladesh also reported a vital
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the probability of miscatriage."

The mean maternal age was also significantly higher
(30.50 vs 25.74, p-value< 0.01) in the miscarried group than
in the continued pregnancy group. Significant differences
were found between the maternal age groups (p-
value<0.01). Various studies have documented increasing
maternal age as a potential factor for fetal trisomy and
chromosomal abnormalities responsible for early fetal
demise.”” The current results suggest that women with
maternal age above 35 years have almost three times more
risk of miscarriage (Crude OR 3.15; 95% C.1.-0.95-10.44).
Various studies also reported maternal age as a significant

predictor of miscarriage.'>"

Overweight women were also found to beat almost
five times more risk of miscarriage than those with normal
BMI in the present study. Various studies have reported an
association between BMI and subsequent pregnancy

results.">'® Literature suggests that whether they used assisted

55 Page



IJHRMLP

ISSN 2394-806X (Print), ISSN 2454-5139 (Online)
reproductive techniques or natural conception, overweight
or obese women are at a considerably higher risk of

miscatriage.”!

CRL is a significant indicator of early fetal growth
and neonatal outcome. The latest study has reported various
maternal characteristics such as maternal age, parity, BMI,
and folic acid supplementation as independently associated
factors of CRL in the first trimester. The same study
findings suggested that CRL is negatively associated with
adverse pregnancy outcomes like SGA, preterm birth, and
admission rate to the NICU.*?? The CRL smaller to
gestational age is found to be a significant risk factor for

eatly pregnancy loss in the present study.

Limitations: The study is based on a single tertiary
care hospital and conducted on a small sample size, so the
findings could not be generalized to the whole population.
Secondly, various influencing factors of early miscarriage,
like vaginal bleeding, prior history of miscarriage,
hypertension, and gestational diabetes, were not included

in the study.
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CONCLUSION

The findings suggest that smaller-than-expected
crown rump length is a significant risk factor for subsequent
pregnancy loss. Fetal biometry evaluation through ultrasound
may provide helpful information regarding fetal growth
and threatened miscarriage. Careful clinical assessment and
systematic ultrasound monitoring may help provide much-

needed help and support to the pregnant woman.

Acknowledgements: We acknowledge all the
participants who participated in the study for their help
and support in carrying out the research work.

Ethical clearance: Taken.

Financial support: None declared.

Conflict of interest: No conflict of interest
associated with this work.

Contribution of authors: We declared that this work
was done by the authors named in this article, and the authors
will bear all liabilities about claims relating to the content of
this article.

REFERENCE

1. Detti L, Francillon L, Christiansen ME, Peregrin-Alvarez I, Goedecke PJ, Bursac Z, et al. Early
pregnancy ultrasound measurements and prediction of first-trimester pregnancy loss: a logistic
model. Sci Rep 2020 Jan 31;10(1):1545. doi: 10.1038/s41598-020-58114-3. Erratum in: Sci Rep.

2021 Oct 28;11(1):21598.

2. Lek SM, Ku CW, Allen JC Jr, Malhotra R, Tan NS, Ostbye T, et al. Validation of serum
progesterone <35nmol/L as a predictor of miscarriage among women with threatened
miscarriage. BMC Pregnancy Childbirth 2017 Mar 6;17(1):78. doi: 10.1186/s12884-017-1261-

4.

3. Tarasconi B, Tadros T, Ayoubi JM, Belloc S, de Ziegler D, Fanchin R. Serum antimillerian
hormone levels are independently related to miscarriage rates after in vitro fertilization-embryo
transfer. Fertil Steril 2017 Sep;108(3):518-524. doi: 10.1016/j.fertnstert.2017.07.001.

4. Pexsters A, Luts ], Van Schoubroeck D, Bottomley C, Van Calster B, Van Huffel S, et al. Clinical
implications of intra- and interobserver reproducibility of transvaginal sonographic measurement
of gestational sac and CRL at 6-9 weeks’ gestation. Ultrasound Obstet Gynecol 2011

Nov;38(5):510-5. doi: 10.1002/u0g.8884.

5. Mukri F, Bourne T, Bottomley C, Schoeb C, Kirk E, Papageorghiou AT. Evidence of early first-
trimester growth restriction in pregnancies that subsequently end in miscarriage. BJOG 2008
Sep;115(10):1273-8. doi: 10.1111/§.1471-0528.2008.01833.x.

0. Abuelghar WM, Fathi HM, Ellaithy MI, Anwar MA. Can a smaller-than-expected crown-rump
length reliably predict the occurrence of subsequent miscarriage in a viable first-trimester
pregnancy? ] Obstet Gynaecol Res 2013 Oct;39(10):1449-55. doi: 10.1111/jog.12082.

7. Papaioannou GI, Syngelaki A, Maiz N, Ross JA, Nicolaides KH. Ultrasonographic prediction
of early miscarriage. Hum Reprod 2011 Jul;26(7):1685-92. doi: 10.1093/humrep/der130.

Page 56

Official Publication of Academy of Health Research and Medical Education (AHRME)



IJHRMLP Smaller than expected crown-rump length ultrasound measnrements in 1st-trimester
ISSN 2394-806X (Print), ISSN 2454-5139 (Online) pregnancy: does it bave any risk of subsequent pregnancies?

8. Reljic M. The significance of crown-rump length measurement for predicting adverse pregnancy
outcome of threatened abortion. Ultrasound Obstet Gynecol 2001 Jun;17(6):510-2. doi: 10.1046/
j.1469-0705.2001.00370.x.

9. Choong S, Rombauts L, Ugoni A, Meagher S. Ultrasound prediction of risk of spontaneous
miscarriage in live embryos from assisted conceptions. Ultrasound Obstet Gynecol 2003
Dec;22(6):571-7. doi: 10.1002/u0g.909.

10.  Robinson HP, Fleming JE. A critical evaluation of sonar “crown-rump length” measurements.
Br J Obstet Gynaecol 1975 Sep;82(9):702-10. doi: 10.1111/j.1471-0528.1975.tb00710.x.

11.  Whitworth M, Bricker I, Mullan C. Ultrasound for fetal assessment in early pregnancy. Cochrane
Database Syst Rev 2015 Jul 14;2015(7):CD007058. doi: 10.1002/14651858.CD007058.pub3.

12. Rashid H, Ma E, Ferdous F, Ekstrém EC, Wagatsuma Y. First-trimester fetal growth restriction

and the occurrence of miscarriage in rural Bangladesh: A prospective cohort study. PLoS One
2017 Jul 21;12(7):e0181967. doi: 10.1371/journal.pone.0181967.

13.  Makrydimas G, Sebire NJ, Lolis D, Vlassis N, Nicolaides KH. Fetal loss following ultrasound
diagnosis of a live fetus at 6-10 weeks of gestation. Ultrasound Obstet Gynecol 2003
Oct;22(4):368-72. doi: 10.1002/u0g.204.

14.  Garcfa-Enguidanos A, Calle ME, Valero ], Luna S, Dominguez-Rojas V. Risk factors in miscarriage:
a review. Eur ] Obstet Gynecol Reprod Biol 2002 May 10;102(2):111-9. doi: 10.1016/s0301-
2115(01)00613-3.

15.  Maconochie N, Doyle P, Prior S, Simmons R. Risk factors for first-trimester miscarriage—
results from a UK-population-based case-control study. BJOG 2007 Feb;114(2):170-86. doi:
10.1111/4.1471-0528.2006.01193.x.

16.  Veleva Z, Tiitinen A, Vilska S, Hydén-Granskog C, Tomas C, Martikainen H, Tapanainen JS.
High and low BMI increase the risk of miscarriage after IVF/ICSI and FET. Hum Reprod
2008 Apr;23(4):878-84. doi: 10.1093 /humrep/den017.

17.  Catalano PM, Ehrenberg HM. The short- and long-term implications of maternal obesity on
the mother and her offspring. BJOG 2006 Oct;113(10):1126-33. doi: 10.1111/j.1471-
0528.2006.00989.x.

18.  Thum MY, El-Sheikhah A, Faris R, Parikh ], Wren M, Ogunyemi T, Gafar A, Abdalla H. The
influence of body mass index to in-vitro fertilization treatment outcome, risk of miscarriage and
pregnancy outcome. ] Obstet Gynaecol 2007 Oct;27(7):699-702. doi: 10.1080/
01443610701612334.

19.  Fedorcsak P, Dale PO, Storeng R, Ertzeid G, Bjercke S, Oldereid N, Omland AK, Abyholm T,
Tanbo T. Impact of overweight and underweight on assisted reproduction treatment. Hum
Reprod 2004 Nov;19(11):2523-8. doi: 10.1093/humtep/deh485.

20.  Bellver J. BMI and miscarriage after IVE. Curr Opin Obstet Gynecol 2022 Jun 1;34(3):114-121.
doi: 10.1097/GC0O.0000000000000778.

21.  Malasevskaia I, Sultana S, Hassan A, Hafez AA, Onal F, Ilgun H, Heindl SE. A 21st Century
Epidemy-Obesity: And Its Impact on Pregnancy Loss. Cureus 2021 Jan 1;13(1):e12417. doi:
10.7759/ cureus.12417.

22, XuY, Ni M, Zhang Q, Zhao |, Tang Z, Liu Z. Correlation between crown-rump length in the
first trimester of pregnancy and neonatal outcomes. BMC Pediatr 2022 Jul 1;22(1):386. doi:
10.1186/512887-022-03426-8.

kosk sk

Official Publication of Academy of Health Research and Medical Education (AHRME) 57 Page



