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Tenage Pregnancy

Ariawan Soejoenoes

Sexual activity among teenagers has been increasing over the past decade, accompanied by youngerage at first intercourse which is associated with inconsistent or nonuse of contraception. Problemsbecome more complex because the onset of puberty is earlier than before and sociocultural andreligious norm are less stringent, leading to greater opportunities to have pre-marital sex.1Between 2011 and 2020, more than 140 million girls will become child brides, according to the UnitedNations Population Fund (UNFPA).2 If current levels of child marriages hold, 39.000 girls daily will marry tooyoung.1 "Complication of pregnancy and childbirth are the leading cause of death in young women aged 15 -19. Young girls who marry later and delay pregnancy beyond their adolescence have more chance to stayhealthy, get higher education, and build a better life.", says Flavia Bustreo, MD, the Assistant Director-Generalfor Family, Women and Children’s.The prevalence of teenage pregnancy in industrialized differs in developing countries. In developed regions,teen parents tend to be unmarried, and adolescent pregnancy is seen as a social issue. By contrast, teenageparents in developing countries, such as in the WHO SEARO regions and in S.E. Asia countries, includingIndonesia, are often married and their pregnancy maybe welcomed by family and society. However, in thesesocieties, early pregnancy is usually accompanied by malnutrition and poor health care to cause medicalproblems.3 A report by Save the Children found that 13 million children are born to women under 20 worldwideeach year, more than 90% of these births occur to women living in developing countries. The complicationsof pregnancy and childbirth are the leading causes of mortality among women between the age of 15 and 19.4Resources about teenage pregnancy in Indonesia are scarce. The following data were derived from a keynotespeech by the Minister of Health of the Republic of Indonesia, at the Annual Scientific Meeting of HOGSI, inBanjarmasin 2015: 38.5% and 18.4% of 22.136.584 teenage women with protein energy deficiency werepregnant and anemic, respectively. Furthermore, the pregnancy rate was 48 per 1000, the total life birthwas approximately 4.809.304, and 40% of teenage mothers ended their education.Further reports have identified that premarital sex is uncommon in India, but early marriage often occurs,which means that the rate of adolescent pregnancy is high in that country. The rate of teenage pregnancy inrural regions are higher than in urbanized areas such as South Korea and Singapore. In these areas, marriagebefore age 20 is rare. Although the occurrence of sexual intercourse before marriage has risen, the rate ofadolescent child bearing are low, approximately 4 to 8 per 1000. In Indonesia, the rate of early marriage andpregnancy has decreased sharply; however, it remains high compared to the rest of Asia. According to theWorld Health Organization, in several Asian countries including Bangladesh and Indonesia, maternal causescontributed a large proportion (26 - 37 %) of death among female adolescents.5
The Importance of PreventionTeenage pregnancy and childbearing bring substantial social and economic burden through immediate andlong term impact on teenage parents and their children.6 Pregnancy and birth are significant contributors tohigh school drop outs rates among girls, only about 50% of teen mothers receive a high school diploma by 22year of age, where as approximately 90% of woman who do not give birth, during adolescent graduate fromhigh school.
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Adolescent pregnancy (i.e., in females 13 to 19 years of age) is associated with an increased risk of maternalcomplications during pregnancy and delivery as well as an increased risk to the fetus. Complications that areassociated with adolescent pregnancy include preterm delivery, low birth weight, and infant mortality. Thecomplications are usually are associated with behavioral, psychosocial, and economic factors. Therefore,psychosocial risk factors should be the main focus of care.7 In general, focus priorities should be given to youngadolescents before the age of 15, in which relatively high proportion of young boys and girls already havesexual intercourse, and childbearing in some cases. Teenage pregnancy is one of the causes of the failure,making the goals United National Millenium Development Goals 4 and 5 failed to be accomplished.Adolescent pregnancy is a high risk, and has considerable impact in both physical and psychosocial aspects.Youth - friendly services with sensitive counseling, high quality obstetric and antenatal care, as well as a rangeof safe and affordable contraceptive methods should be available.
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Increased Rate of Cesarean Section among Teenage Mothers
Attending a Tertiary Teaching Hospital  in Indonesia

Peningkatan Angka Seksio Sesarea pada Ibu Remaja yang Datang
ke Suatu Rumah Sakit Pendidikan di Indonesia

I Putu G Kayika, Teuku K I UtamaDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Indonesia/Dr. Cipto Mangunkusumo HospitalJakarta

INTRODUCTIONEach year, 15 million children were born toteenage mothers aged 15-19 years.1 In developingcountries, approximately 2.5 million births occur inwomen under the age of 16. The number continuesto increase both in developed3 and developingcountries.2,4,5 This might be due to multifactorialconditions such as socioeconomic factors,disruption of family structure, and low educationlevels.4,6,7Teenage pregnancy is considered as high-riskpregnancy since it may cause physicological pro-blems8 and poor fetomaternal outcomes9,10, bothof which are not caused by biological problems but

possibly due to poor health habits or highnutritional needs.11 Some studies suggested thatmaternal and fetal outcomes of teenage preg-nancies were less favorable compared to adultpregnancies.10,12 It is previously reported thatteenage mothers had higher cesarean section ratecompared to adult mothers.13 In addition, adverseoutcomes including preterm labor, prematurerupture of membranes (PROM), gestational hyper-tension, preeclampsia, Apgar score of less than 7minutes to 5, fetal growth restriction, and stillbirth,were found to be higher in women aged under 19years compared to older women. However,Bukulmez et al found that the fetomaternal out-comes were similar among teenagers who got

Abstract

Objective: To evaluate adverse obstetrical outcome in teenagepregnancy, and to investigate whether the social factor, demo-graphic factor, and antenatal care is associated with the manage-ment of delivery in teenage pregnancy.
Methods: A cross-sectional study was conducted by evaluatingmedical records teenage mothers who went to Dr. Zainoel AbidinHospital, Banda Aceh, Indonesia during the period of January 2010to December 2015.
Results: From 186 teenage pregnancies, 75 pregnancies was ter-minated by cesarean section procedures (40.3%). The amount ofantenatal care visit was significantly associated with teenagepregnancy (OR 4.14, CI95% 1.86-9.21). The provider of antenatalcare, maternal age classification, education, and insurance werenot signifcantly associated with management of labour.
Conclusion: Teenage pregnancy is associated with higher cesa-rean section rate.[Indones J Obstet Gynecol 2017; 5-3: 131-134]
Keywords: cesarean section, profile, teenage pregnancy

Abstrak

Tujuan: Untuk mengetahui luaran Obstetrik buruk pada keha-milan remaja serta mengetahui apakah terdapat hubungan an-tara faktor sosiodemografik dan kunjungan antenatal denganmetode persalinan pada kehamilan remaja.
Metode: Analisa potong-lintang dilakukan pada persalinan dengankehamilan remaja di Rumah Sakit Umum Daerah (RSUD) Dr. ZainoelAbidin, Banda Aceh, Indonesia, yang diambil dari rekam medis pasienpada bulan Januari 2010 sampai dengan Desember 2015.
Hasil: Dari 186 persalinan remaja, sebanyak 75 subjek atau 40,3%menjalani seksio sesarea. Jumlah ANC berhubungan secara ber-makna dengan jenis persalinan pada kehamilan remaja (OR 4,14, IK95% 1,86-9,21). Sedangkan usia ibu, penyedia jasa kunjungan ante-natal, jenis asuransi, dan pendidikan terakhir tidak berhubungansecara bermakna dengan jenis persalinan.
Kesimpulan: Kehamilan remaja berhubungan dengan angka seksiosesarea yang lebih tinggi.[Maj Obstet Ginekol Indones 2017; 5-3: 131-134]
Kata kunci: kehamilan remaja, profil, seksio sesarea
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adequate prenatal care compared to adult motherswith the same sociodemographic backgrounds.14Ukil et al found better pregnancy outcomes inadolescents who visited dedicated antenatalclinics compared to those who visited standardantenatal clinics.15Increased rate of cesarean section has becameone of the main concerns in the field of publichealth. High cesarean section may lead to highmortality and morbidity, with increased number ofuterine rupture, placenta accreta and postpartumhemorrhage.16-18 Each year, 18.5 million cesareansections were performed worldwide. The WorldHealth Organization (WHO) recommends that theideal number of cesarean section is 15%. In 2008,WHO reported that the rate of cesarean sectionin Indonesia was 6.8%.19 Asia’s global surveysuggested that the cesarean section rate among 9countries was 27.3%.20 The relative proportions ofcesarean section rate compared to the amount oflabor were used as indicators of the overallprocess of quality emergency services of theUnited Nations (UN).21The high number of cesarean section onadolescent health should be a focus of attention,since it may lead to greater maternal and mortalityrate. This study is aimed to investigate theassociation between teenage pregnancy andcesarean section rate.
METHODSA cross-sectional analysis was conducted at Dr.Zainoel Abidin Hospital, Banda Aceh, Indonesia,during the period of January 2010 to December2015. All statistical analyses were performed usingSPSS. Normally distributed data were presented inthe form of median (minimum-maximum), whilenon-normal data were presented in mean +/-standard deviations. The Chi-Square test or theFisher’s exact test was used to analyze categoricalvariables. A p value of <0.05 was considered asstatistically significant.
RESULTSDuring January 2010 to December 2015 therewere 186 deliveries in adolescents at Dr. ZainoelAbidin Hospital, Banda Aceh. A total of 40.3%subjects underwent cesarean deliveries, whereas59.7% underwent vaginal delivery. The medianmaternal age was 18.5 years.

The median gestational age was 38 weeks, withthe smallest age at delivery was 34 weeks and thebiggest was 42 weeks. The median birth weightwas 2900 grams, with the lightest weight andheaviest weight were 1090 and 4200 grams,respectively (Table 1).
Table 1. Characteristics of the Subjects.

Median (MinMax) N (%)       N=186Age 18.5 yo (12-19)Age classification12-14 1 (0.5%)15-17 35 (18.8%)18-19 150 (80.6%)Gestational Age 38 (34-42)Birth weight 2900 (1090-4200)Type of InsuranceJamkesmas 6 (3.2%)Aceh health insurance 180 (96.8%)Methods of deliveryCaesarean section 75 (40.3%)Vaginal delivery 111 (59.7%)
Table 2. The Proportion of Cesarean Section Indication inAdolescents.

N (%)
n=75Failed labor induction 19 (25.3%)PROM 11 (14.7%)Malpresentation 10 (13.3%)Preeclampsia 8 (10.6%)Cephalopelvic disproportion 5 (6.7%)Dystocia 4 (5.3%)Fetal distress 4 (5.3%)Eclampsia 3 (4.0%)Distocia second phase 3 (4.0%)Olygohidramnios 2 (2.7%)Intrauterine fetal death 2 (1.1%)Previous caesarean section 1 (1.3%)Twin pregnancy 1 (1.3%)Heart defect 1 (1.3%)Macrosomia 1 (1.3%)Postterm pregnancy 1 (1.3%)
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DISCUSSIONThe incidence of cesarean section amongadolescents in this study was 40.3%. This numberis similar to a previous study conducted in Brazil.Gama et al found a high number of cesarean sectionin a hospital in Brazil, which was amounted to40%.22To investigate the association between teenpregnancy and obstetric and neonatal outcomes,the quality of antenatal visits and socio-economicfactors. The role of maternal characteristics onmaternal outcome is still controversial. Socio-economic factors such as low education, being asingle parent, and inadequate prenatal visits, mayincrease the risk of poor obstetric out-comes.4,6,8 In addition, poor quality antenatal,nutritional status, and the lack of involvementof the husband, adolescents may have influencedthe outcomes are worse in pregnancy. However, deVinne suggested that socio-economic characte-

ristics were not likely to affect fetomaternal out-come.23This study used cross-sectional design as itsstudy design, thereby the value of the associationis not as strong as cohort studies. Another limi-tation of this study is the data were taken fromsecondary data from medical records. Furtherstudies with prospective study designs are re-quired.
CONCLUSION Teenage pregnancy is associated with highercesarean section rate. Frequency of appropriateantenatal visits are associated with methods ofdelivery among teenage mothers. Further studiesregarding socio-economic factors that affect thequality of antenatal visits and fetomaternal out-comes in adolescent pregnancies need to be inves-tigated.

Table 3. Association between Antenatal Care Visits and Methods of Delivery.
Variables N(%) Unadjusted AdjustedVaginal delivery(n=111) CaesareanSection(n=75) p OR IK95% p OR IK95%

Antenatal care visits
 4 61 (55%) 20 (26.7%) <0.001*a 3.335 1.78-6.32 <0.001 4.57 1.89-11.04< 4 50 (45%) 55 (73.3%)ProviderMidwifeGeneral doctor 97 (87.4%) 65 (86.7%)Obstetrician- 1 (0.9%) 1 (1.3%) 0.332bgynecologist 8 (7.2%) 2 (2.7%)Age10-14 0 (0%) 1 (1.3%)15-17 25 (22.5%) 10 (13.3%) 0.147b18-19 86 (77.5%) 64 (85.3%)EducationPrimary school 0 (0%) 1 (1.3%)Junior high school 9 (8.1%) 3 (4.0%) 0.26bHigh school 102 (91.9%) 71 (94.7%)InsuranceJamkesmasAceh health 2 (1.8%) 4 (5.3%) 0.22binsurance 109 (98.2%) 6 (3.2%)aUsing Chi-Square test bUsing Fisher’s exact test
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Effect of Artesunate on Peripheral Parasitaemia  in Pregnant Women
with Plasmodium Falciparum Infection

Efek Artesunat pada Perempuan Hamil dengan Infeksi Plasmodium
Falciparum terhadap Kejadian Parasitemia Perifer

Susi W Saragih1, St. Maisuri T. Chalid1, Umar Malinta1, Isra Wahid21Department of Obstetrics and Gynecology2Department of ParasitologyFaculty of Medicine Universitas Hasanuddin/Makassar

INTRODUCTIONPregnant women are vulnerable to malariainfection. Pregnancy-associated malaria can causesadverse pregnancy outcomes including abortion,preterm birth, low birth weight, congenital malaria,intrauterine growth retardation (IUGR), anemiaand metabolic disorders that increase the risk ofdisease in later stages of child development.1

Numerous studies have reported on the pre-valence of peripheral parasitaemia and placentalparasitaemia in the area stable endemic malariatransmission in Africa. The median prevalence ofmaternal malaria infection (defined as an infectionof peripheral or placenta) for all gravid was 27.8%.The highest risk of maternal malaria infectionoccurred during the second trimester of pregnancywhile at the early postpartum period study showedinconsistent.2

Abstract

Objective: To determine the effect of artesunate on peripheralparasitaemia in pregnant women with Plasmodium falciparuminfection.
Methods: Pregnant women in second and third trimester with Plas-modium falciparum infection and their newborns were included incohort prospective study in Sorong West Papua from September2015 to February 2016. All pregnant women received 200 mg orallyartesunate monotherapy for 7 days. Their newborns examined forweight at delivery and parasitaemia in placenta and cord blood.Parasitaemia diagnosis by Rapid Diagnostic Test and blood smearmicroscopy.
Results: After artesunatemonotherapy, 82.5% (33/40) malaria-infected pregnant women had negative parasitaemia (p=0.000)although 17.5% (7/40) of the pregnant women had positive para-sitaemia. Parasitaemia also found in 10% (4/40) of placenta and7.5% (3/40) of umbilical cord from newborns of malaria-infectedpregnant women treated with artesunate. 70% (28/40) of thenewborns in this study had normal weight.
Conclusion: Artesunate reduces peripheral parasitaemia in thesecond and third trimester of pregnancy, and is associated withnormal birth weight.[Indones J Obstet Gynecol 2017; 5-3: 135-138]
Keywords: artesunate, low birth weight, peripheral parasitaemia

Abstrak

Tujuan: Untuk mengetahui pengaruh artesunat pada ibu hamilyang terinfeksi Plasmodium falciparum dengan kejadian para-sitemia perifer.
Metode: Penelitian kohort prospektif dilakukan pada perempuanhamil trimester kedua dan ketiga dengan infeksi Plasmodium falci-parum dan bayinya di Sorong Papua Barat dari September 2015 sam-pai Februari 2016. Semua perempuan hamil memperoleh mono terapiartesunat 200 mg per oral selama 7 hari. Pada bayi dilakukan pe-meriksaan berat badan saat persalinan dan parasitemia padaplasenta dan darah tali pusat. Diagnosis parasitemia dengan RapidDiagnostic Test dan pemeriksaan apusan darah mikroskopik.
Hasil: Setelah terapi artesunat, ditemukan parasitemia negatifpada 82,5% (33/40) perempuan hamil yang terinfeksi malaria (p =0,000) meskipun 17,5% (7/40) di antaranya parasitemia positif.Parasitemia juga ditemukan 10% (4/40) pada plasenta dan 7,5%(3/40) pada tali pusat bayi yang lahir dari perempuan denganinfeksi Plasmodium falciparum yang mendapatkan pengobatanartesunat. 70% (28/40) dari bayi yang lahir dalam penelitianmemiliki berat badan normal.
Kesimpulan: Artesunat menurunkan kejadian parasitemia periferpada perempuan hamil trimester kedua dan ketiga. Bayi yang lahirdari perempuan hamil yang mendapatkan terapi artesunat memilikiberat badan normal.[Maj Obstet Ginekol Indones 2017; 5-3: 135-138]
Kata kunci: artesunat, berat bayi lahir rendah, parasitemia perifer
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Plasmodium falciparum is the most commonPlasmodium species in Indonesia.3 A study inTimika- Papua, an area of multidrug-resistant to P.vivax and P. falciparum, show both species areassociated with substantial morbidity.4 P. vivaxand P. falciparum have been previously reportedto be chloroquine resistant in Papua.5Any attempt for malaria prevention in Indonesiais controlled by Annual Parasite Incidence (API)since 2007. This policy requires that every case ofmalaria infection has to be confirmed with bloodsmear microscopy and treated with artemisin-based combination therapy (ACT).6 ACT signifi-cantly reduced the vertical transmission riskof malaria in Papua.7 Other studies demonstratedthat a single dose of artesunate monotherapy waseffective and had no adverse effect in the secondand third trimester of pregnancy.8This study is aimed to determine the effect ofartesunate therapy in peripheral parasitaemia onsecond and third trimester of pregnancy withP. falciparum infection and their newborns aftertreatment.
METHODSThis prospective cohort study was conducted inhealth facilities in Sorong, West Papua from Sep-tember 2015 to February 2016. Pregnant womeninfected with falciparum malaria in the second andthird trimester and their newborns from WaisaiGeneral Hospital, Timika General Hospital, Sele BeSolu Hospital and Makbon Community HealthCenter were enrolled in this study. Parasitaemiain capillary blood from pregnant women andplacenta and cord blood from newborns werediagnosed by blood smear microscopy and a RapidDiagnostic Test (RDT). Pregnant women wereadministered with artesunate monotherapy 200mg (4 mg/kg) per oral once daily for 7 days.Newborns weight was measured at delivery; birthweight <2500 g defined as low birth weight.Pregnant women with complicated malaria, havetaken other anti-malarial drugs prior to datacollection, and unwilling to join the study wereexcluded. McNemar test was used to analyze theeffect of artesunate therapy on peripheralparasitaemia. The study protocol was approved bythe Health Research Ethics Committee of Facultyof Medicine, Hasanuddin University.

RESULTSThis study involved 40 pregnant women with fal-ciparum malaria. After being administered withartesunate therapy, 82.5% (33/40) malaria-infected pregnant women had negative parasitae-mia although 17.5% (7/40) of these women hadpositive parasitaemia (17.5%). These differenceswere statistically significant (p<0.001). The resultsare shown in Table 1.
Table 1. Peripheral Parasitaemia on Pregnant Womenafter Treated with Artesunate

Parasitaemia
(n=40)

Negative
n(%)

Positive
n(%) p*RDT 33 (82.5) 7 (17.5) < 0.001Microscopic 33 (82.5) 7 (17.5) < 0.001*McNemar test

Parasitaemia positive was found 10% (4/40)positive in placenta and 7.5% (3/40) in umbilicalcord from newborns of malaria-infected womentreated with artesunate (Table 2). Seventy percentof the newborns in this study born had normalbirthweight (Table 3).
Table 2. Parasitaemia on Placenta and Umbilical Cord
Parasitaemia (n=40) Negative n% Positive n%Placenta RDT 36 (90) 4 (10)Microscopic 36 (90) 4 (10)Umbilical cordRDT 37 (92.5) 3 (7.5)Microscopic 37 (92.5) 3 (7.5)
Table 3. Pregnancy Outcomes after Being Administeredwith ArtesunateMonotherapy
Low birth weight n (%)Yes 12(30)No 28(70)

DISCUSSIONThe study is aimed to determine the effect ofartesunate therapy in peripheral parasitaemia on
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second and third trimester of pregnancy withP. falciparum infection. Artesunate therapy in thisstudy reduced peripheral parasitaemia in pregnantwomen. A single dose of oral artesunate is effectiveand have no adverse effects on the second andthird trimester of pregnancy.8 A previous study hasfound that anti-malaria artesunate monotherapyin the second and third trimester of pregnancy hasa better efficacy compared to 6 doses ofartemetherlumefantrine.9 Artesunate may alsodelay the onset of hemolysis in severe malaria.10Artesunate is sodium salt of the hemisuccinateester of artemisinin. It is soluble in water but haspoor stability in aqueous solutions at neutral oracid pH. It is rapidly absorbed with peak plasmalevels occuring after 1.5 hours for oral, rectal and2 hours to 0.5 hours for injections.11 Artemisin andits derivatives (artesunate, artemether, dihydro-artemisinin) are rapidly hydrolyzed in vivo into theactivity dihidroartemisin with equivalent anti-malaria.12 Four possible mechanisms of artemisinaction against plasmodia when artemisin activatedthrough disconnection intrinsic bond peroxide areline error detoxify heme groups, the induction ofthe alkylation process translational control of pro-tein tumor (PfTCTP) and other proteins, inhibitionof PfATPase6 enzyme activity and interference thefunction of Plasmodium mitochondria.13In this study, we found that the parasitesremained in peripheral blood after being adminis-tered with artesunate therapy in pregnant womenand in the placenta as well as umbilical cord ofnewborns through RDT and microscopic examina-tion. The prevalence of parasitaemia varied. Thismight be a result of differences in the definition ofcongenital malaria, maternal immunity level, typesof blood samples examined (peripheral blood orcord blood of neonates), the expertise in micro-scopic examination, the parasite detection methods(microscopic or PCR) and differences in geographi-cal factors of malaria-endemic areas.14 The preva-lence of malarial parasite is different with differentexamination methods. A previous study indicatedthat the prevalence of malarial infection in the pla-centa with RDT, microscopy and PCR was 95%,70% and 100% while in the umbilical cord was10%, 12.8% and 95%, respectively.15 Fetalexposure to malarial parasites in utero has beenproposed to modify the immune response ofnewborns, increasing their susceptibility tosymptomatic malaria infections at birth andlater in life.16-18

Low birth weight is one of the adverse outcomesin pregnancy-associated malaria in all levels ofendemicity. Pregnant women with falciparum andvivax malaria are at higher risk for low birthweight. Low birth weight is associated with themechanical obstruction of malaria parasite thatattached to chondroitin sulphate A (CSA) receptorsin the syncytiotrophoblast of the placenta thatimpaired circulation from mother to fetus andaffect the transport of oxygen and nutrients. Butresearch by Pongtasik conducted in malaria en-demic areas of East Nusa Tenggara expressionCSA in pregnant women with placental malaria hadno correlation with malaria infection of peripheralblood postpartum.19Primigravida has been associated with increasedrisk of malarial infection. In areas where P. falci-parum is endemic, parity reduced vulnerability tomalaria infection during pregnancy. This is due tolack of antibodies that can blocked adhesion oferythrocytes-malaria infected to the placentaCSA.20 CSA adhesion phenotype specific to placen-tal parasites by the var gene expression (var2csa).21 However, recent study suggested that CSAexpression in the placenta not associated withparity and low birth weight.22The majority of the newborns whose motherswere administered with artesunate during preg-nancy had normal weight. The risk of low birthweight increased 2-fold in the area of stable trans-mission if the mother suffered from placental ma-laria with the largest effect on primigravidae. Oddsratio (OR) of low birth weight 2-7 times higher inprimigravidae compared to multigravidae.1 Themedian reduction in birthweight in the reviewedstudies was 150 g for P. falciparum or mixed infec-tions and 108 g for P. vivax malaria. Malariareduces birthweight occurs mainly in first preg-nancies with P. falciparum but also in subsequentpregnancies, and even with one episode of P. vivaxor P. falciparum. Both symptomatic and asympto-matic malaria episodes increase the risk of lowbirth weight, although symptomatic infections inpregnancy might have a larger effect than asymp-tomatic disease, particularly on premature deli-very.23
CONCLUSIONIn brief, we found artesunate monotherapy couldreduce peripheral parasitaemia in the second andthird trimester of pregnancy in pregnant women

Vol 5, No 3July 2017 Effect of artesunate in pregnant women  137



with malarial infection. Newborns whose motherswere received artesunate monotherapy hadnormal weight.
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Research  Article

The Side Effects of Intracesarean Intrauterine Contraception:
A Descriptive Study

Efek Samping Pemasangan Alat Kontrasepsi dalam Rahim (AKDR) Intrasesarea:
Suatu Studi Deskriptif

Karol A Rumopa, John Wantania, Joice SondakhDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Sam Ratulangi/Prof. Dr. R. D. Kandou General HospitalManado

INTRODUCTIONFamily planning permits people to accomplishtheir desired number of children and determinethe spacing of pregnancies. The National FamilyPlanning Coordinating Board (BKKBN) did cam-paigns for long-term contraceptive methods suchas of intrauterine device (IUD) as a strategy to re-duce mortality rate, which was one of the targetsof Millenium Development Goals (MDGs) 2015.IUD is an effective long-term contraceptive methodcompared to other contraceptions, particularlywhen inserted immediately after delivery,including after cesarean delivery.1 The insertion

of IUD immediately after cesarean delivery canreduce complaints during setup, however, thereare several side effects after insertion.2,3 To ourknowledge, studies regarding the side effects ofIUD insertion after cesarean delivery is limited.We aimed to investigate the side effects of intra-cesarean IUD placement.
METHODSThis was a descriptive study. Subjects were allpregnant women who had Cu T380 IUD to be-placed after cesarean delivery at Prof. Dr. dr. R. D.

Abstract

Objective: To investigate the side effects and acceptance of intrace-sarean Intrauterine Device (IUD) insertion.
Methods: This was a descriptive study. Subjects were all pregnantwomen who had Cu T380A IUD to be placed after cesarean deliveryat Prof. Dr. dr. R. D. Kandou Hospital during the period betweenAugust 2016 and September 2016.
Results: A total of 52 subjects were recruited in this study.43(82.69%) subjects were in the age group of 20-30 years. 51 of thesubjects accepted the IUD. On the 7th day, 49 (94.23%) and 51(98.07%) subjects complained of abdominal pain and vaginalbleeding, respectively, while on the 14th day, 48 (92.3%) and50 (96.1%) subjects had abdominal pain and vaginal bleeding,respectively. There were significant decreases in both complaintson the 14th day, compared to the 7th day. (p<0.05 and p<0.05,respectively). 51 (98.07%) subjects accepted the IUD. There wereno significant difference between acceptance on day 7 and 14th(p>0.05).
Conclusion: The acceptance of side effects by the acceptor reaches100%, with the incidence of early postpartum expulsion is 3.8%.The side effects of IUD are minimal.[Indones J Obstet Gynecol 2017; 5-3: 139-141]
Keywords: intra-cesarean, intrauterine device, side effects

Abstrak

Tujuan: Mengetahui keluhan efek samping yang ditimbulkanserta penerimaan IUD intra-sesarea pada awal masa nifas diRSUD Prof. Dr. R.D. Kandou Manado.
Metode: Penelitian ini merupakan studi deskriptif. Sampel penelitianadalah seluruh perempuan hamil yang intrasesarea di RSU Prof. Dr.dr. R.D. Kandou selama periode Agustus 2016 - September 2016.
Hasil: Jumlah sampel sebanyak 52 orang, terbanyak pada perem-puan usia 20 - 35 tahun yaitu 43 perempuan (82,69%). Penerimaanterhadap efek samping diobservasi pada hari ke 7 dan hari ke 14.Sebanyak 51 responden menerima efek samping IUD sedangkanhanya terdapat 2 responden yang tidak menerima efek sampingIUD. Didapatkan perbedaan penurunan yang bermakna untukkeluhan nyeri perut pada observasi hari ke 7 dan hari ke 14, se-dangkan perdarahan bercak masih didapatkan pada 50 kasus,hingga hari ke 14 pengamatan. Ekspulsi hingga hari ke 14 terjadipada 2 kasus.
Kesimpulan: Efek samping perdarahan dan nyeri perut didapatkanminimal dengan kejadian ekspulsi awal nifas sebesar 3,8%. Di luarkasus ekspulsi, penerimaan akseptor mencapai 100%.[Maj Obstet Ginekol Indones 2017; 5-3: 139-141]
Kata kunci: alat kontrasepsi dalam rahim, efek samping, intra-sesarea
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Kandou Hospital during the period of August 2016to September 2016. After the IUDs were placed, wewould monitor the side effects for two weeks. Thedata obtained were recorded in a special form. Allstatistical analysis was performed using SPSS 20for windows. A p value of < 0.05 was consideredstatistically significant. McNemar test was usedto compare paired dichotomous, categoricalvariables. RESULTSA total of 52 subjects were recruited in this study.43 (82.69%) of the subjects were in the age groupof 20-35 years, 36 (69.24%) subjects were multi-parous, 27 (51.92%) graduated from senior highschool (Table 1).
Table 1. Characteristics of Research Subjects

Variables N %Age < 20  3  5.7620 - 35 43 82.69> 35  6 11.54Primiparous 16 30.76Multiparous 36 69.24Elementary School  2  3.84Junior High school  5  9.61Senior High School 27 51.92Scholar 18 31.61
On the 7th day, 49 (94.23%) and 51 (98.07%)subjects complained of abdominal pain and vaginalbleeding, respectively. Whereas, on the 14th day, 48(92.3%) and 50 (96.1%) subjects had abdominalpain and vaginal bleeding, respectively. We foundsignificant decreases in both complaints on the 14thday, compared to the 7th day. (p<0.05 and p<0.05,respectively).

51 (98.07%) subjects accepted the IUD. Therewere no signicant difference between acceptanceon day 7th and 14th (p > 0.05). 
DISCUSSIONIUD has many advantages compared to othercontraceptives. IUD has long-term effectiveness,and it only requires one installation. Moreover, itis relatively affordable. The weakness of thismethod is the side effects during and after place-ment. The side effects of IUD insertion includingbleeding, abdominal pain, expulsion influence thedecision to keep using IUD as a contraceptivemethod. The acceptors are reluctant to use IUDbecause they are afraid of the side effects.4,5In this study, 82.69% of IUD acceptors were inthe age group of 20-30. This finding is similar toprevious studies. Juliaan and Maria reported that86% postpartum contraceptive users were in theage group of 25-29 years (86%).6 Jurisman et alfound that most of IUD users IUD were in the agegroup of 20-35 years.7Bleeding and abdominal pain are the side effectsthat are caused by the reaction in the endometriumplasminogen. Nidhi et al found that on intracesa-rean IUD, 15 subjects had bleeding, while 88% hadonly mild pain.8Chi et al stated that the incidence of expulsionwas 4.1% in intracesarean IUD insertion.9 Friadifound the expulsion rate was 5%.10 Manju revealed

Table 2. Side Effects of Intracesarean IUD Insertion
Variables Day 7th Day 14th

p value
N % N %Abdominal Pain Yes 49 94.23 48 92.3 < 0.05No  3  5.76  4  7.64Vaginal bleeding Yes 51 98.07 50 96.1 < 0.05No  1  1.92  2  3.84

Table 3. The Acceptance of Side Effects of the Insertion
Acceptance of
Side Effects

Day 7th Day 14th
p value

N % N %Yes 51 98.07 51 98.07 > 0.05No 1 1.92 1 1.92
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that the expulsion rate of women who gave birthby vaginal delivery was 1-7%.4 In this study, therewere 2 cases with expulsion, which occurred onday 7 (1.92%) and day 14 (1.92). Expulsion maybecaused by several factors such as the distance IUDon the endometrium, extensive uterine cavity intwin pregnancies and the process of uterine invo-lution.Knowledge and understanding of the advan-tages and disadvantages of the IUD is still low.Vaginal bleeding and abdominal pain are sideeffects that often cause a person to stop using IUD.Bleeding is the highest reason to discontinue theusage of IUD. An understanding of the side effectsincluding bleeding is of course related to the initialcounseling when the acceptor will decide to use theIUD. In a study conducted by Satyavathiin 1000women using IUD, 27.27% and 9.09% of them dis-continued the usage of IUD due to bleeding andabdominal pain, respectively.11 Setijanto found theAKDR CuT380 acceptance and effectiveness for 6months were 86.8% and 100% with expulsion rateof 12.6%. There were also other side effects suchas vaginal discharge, menstrual pain and spot-ting.12 In this study, the acceptance of the side ef-fects of IUDs on both the 7th and 14th day were98.07%. Bleeding that occurs in this study is spot-ting and abdominal pain category degrees of mildto moderate. Based on the number of cases therewere only two acceptors that were not satisfiedwith the use of IUD due to expulsion.CONCLUSIONThe acceptance of side effects by the acceptorreaches 100%, with the incidence of early postpar-tum expulsion is 3.8%. The side effects of IUD areminimal.
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The Role of HLAC and NK Cells  in Fetal Growth Restriction

Peran HLAC dan Sel NK pada Pertumbuhan Janin Terhambat

Sri Sulistyowati, Didon M Trimulya, Supriyadi H Respati, SoetrisnoDepartment of Obstetrics and GynecologyFaculty of Medicine, Universitas Sebelas Maret/Dr. Moewardi General HospitalSurakarta

INTRODUCTIONFetal Growth Restriction (FGR) is still a majorhealth burden as it is associated with increasedneonatal morbidity and mortality.1 It occurs in 10- 15% of pregnant women and is usually diagnosedduring pregnancy, while some fetuses were diag-nosed after birth.2 FGR incidence varies from coun-try to country. In developing countries, its inci-dence is 25% higher compared to developed coun-tries, which is amounted to 4-8%, where thehighest prevalence is in Asia (75%), especially inSoutheast Asia and followed by Africa (20%),whereas in Latin America is 5%.2,3 The prevalence

of FGR in 4 fetomaternal centers in Indonesia in2004-2005 was 4.4 %, with the highest prevalence(6.44%) were reported in dr. Sardjito CentralGeneral Hospital Yogyakarta. The perinatal morta-lity rate were 7-8 times higher than normal babies.Approximately 26% or more stillbirth events wereassociated with FGR.4FGR is defined as a condition where the fetalweight is below 10 percentile of gestational age orless than 2 standard deviations below the mean ofgestational age.3 It can also be diagnosed whenabdominal circumference is less than or equalto 5 percentile or femur length (FL) / abdominalcircumference (AC) >24.5

Abstract

Objective: To determine the role of HLA-C and NK cell expressionsin fetal growth restriction (FGR).
Methods: A cross sectional study design was used. This study wasconducted at the Obstetrics and Gynecology Department of Dr.Moewardi General Hospital, Surakarta, its affiliated hospitals, and atthe Pathological Anatomy Laboratory of the Faculty of Medicine,University of Sebelas Maret Surakarta. A total of 40 samples wereincluded in this study. The samples consisted of 20 normal preg-nancies and 20 pregnancies with FGR. HLA-C expression in thetrophoblast and NK cells in decidua of the subjects who met theinclusion and exclusion criteria were examined using immuno-histochemical method and statistical analysis with T test.
Results: The mean expression of HLA-C in the trophoblast in thepregnant group with FGR was 9.021.30, normal pregnancy was7.960.97, p=0.01 (p<0.05). The mean expression of NK cells indecidua of pregnancy with FGR was 10.592.11, normal pregnancywas 0.918.18, with p=0.00 (p<0.05).
Conclusion: The expressions of HLA-C in trophoblast and NK cellsin decidua of pregnancy with FGR were higher compared withthose of normal pregnancy.[Indones J Obstet Gynecol 2017; 5-3: 142-148]
Keywords: fetal growth restriction, HLA-C, NK cells

Abstrak

Tujuan: Untuk menentukan peran ekspresi HLA-C dan sel NKpada pertumbuhan janin terhambat (PJT).
Metode: Penelitian ini menggunakan desain studi potong lintang.Penelitian dilakukan di bagian Obstetri dan Ginekologi RS Dr.Moewardi Surakarta dan rumah sakit-rumah sakit jejaringnya, danLaboratorium Patologi Anatomi Fakultas Kedokteran UniversitasSebelas Maret Surakarta. Besar sampel adalah 40, terdiri dari 20kehamilan normal dan 20 kehamilan dengan PJT. Subjek yangmemenuhi kriteria inklusi dan eksklusi dilakukan pemeriksaanekspresi HLA-C di trofoblas dan sel NK di desidua dengan metodeimunohistokimia dan dilakukan analisis statistik dengan uji t.
Hasil: Rerata ekspresi HLA-C di trofoblas pada kelompok hamildengan PJT 9,021,30, kehamilan normal 7,960,97, dengan p=0,01(p<0,05). Rerata ekspresi sel NK di desidua pada hamil dengan PJT10,592,11, kehamilan normal 8,180,91, dengan p=0,00 (p<0,05).
Kesimpulan: Ekspresi HLA-C di trofoblas dan Sel NK di desidua hamildengan PJT lebih tinggi bila dibandingkan dengan kehamilan normal.[Maj Obstet Ginekol Indones 2017; 5-3: 142-148]
Kata kunci: HLA-C, pertumbuhan janin terhambat, sel NK
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The identification of FGR is important. It isessential to know the risk factors in FGR, whichinclude maternal cause and fetal cause, and pla-cental factor. Intrauterine growth determines theperinatal, postnatal, and adulthood development.FGR is often associated with an increased risk thatdevelops to metabolic diseases in the adulthoodincluding hypertension, diabetes mellitus, obesity,dyslipidemia, and metabolic syndrome.2The success of pregnancy process depends onmany factors, one of which is immune adaptationof the pregnancy where fetal maternal immunetolerance is very important. Fetus as semi-allogeneic can cause immune maladaptation thatwill produce poor perinatal outcomes such as FGRto mother.6The cause of FGR among other is the disturbanceof uteroplacental blood flow that is now oftenassociated with a condition where atolerance in-terruption on maternal immune system occursand results in disruption of trophoblast invasioninto decidua during placentation process, in theform of inadequate invasion that results indisruption invasion of placenta which will lead topoor uteroplacental perfusion resulting in theoccurrence of pregnancy complications such asFGR.7 Plasma cells’ infiltration in the decidua willcause decidua vasculopathy, where macrophageinfiltration participate in extravillus interstitialtrophoblast cell death by apoptosis which causesleukocytes to surround or attack the placental villi.This portrait was found in FGR placenta.8Histocompatibility antigen is a gene thatencodes a protein that affects the tissue transplantcompatibility. The antigen is divided into twosystems, namely minor histocompatibility antigenand major histocompatibility complex (MHC). MHCgene is known as Human Leucocyte Antigen (HLA)in humans. MHC is divided into regions that encodethree different classes of HLA molecules, namelyHLA-I, II, and III which are different structurallyand functionally. Classic HLA molecule is encodedby three loci, namely HLA-A, HLA-B, and HLA-Cwhich are very polymorphic.9The expression of class I non-classic HLAmolecules is limited to specific certain type of cell,but is generally expressed in placental trophoblastcells where HLA-G has the strongest expressionwhile HLA-E has medium expression. Both class IIHLA molecules and class I classic HLA moleculesare not expressed in the placenta, with the excep-

tion of the existence of a weak expression of classicHLA-C molecule. This makes the function of non-classical HLA molecules and classical HLA-C mole-cules interesting, in line with mother’s acceptanceto semi-allogeneic fetus during pregnancy. Highexpression of HLA-G and HLA-E will bind toNatural Killer cells (NK cell) receptor inhibitor thatwill causes prevention on NK cells to secrete pro-inflammatory cytokines. Whereas, if high levels ofHLA-C inhibit NK cell function that causes thesecretion of angiogenic and mitogenic endothelialineffective, placentation and vascular remodelingwill be interfered.10Human Leucocyte Antigen-C molecule is aheterotrimer composed of glycoproteinsized 45kD, a 12 kD 2m invariant, and a binding peptide.Cell surface of proteins is highly polymorphic, with1016 known all that encode 750 proteins. HLA-Chas expression level on low cell surface (i.e. 10%of the HLA-A or B). The main role of the HLA-C isa ligand for KIR. NK cell receptor for HLA-C is amember of a multigene Killer Inhibitor Receptor(KIR) family. Locus of HLA-C is dimorphic and bothgroups of HLA-C interact with different KIR. NK cellreceptors tend to aim to HLA-C introduction in theuterus. All women express KIR in both HLA-C allgroups, and because HLA-C is polymorphic, theinteraction between non-self paternal fetus HLA-Cand maternal decidua NK cell KIR occurs duringpregnancy progresses. Every pregnancy willinvolve different combinations of HLA-C paternalfetus and maternal KIR, therefore it is possible thatsome combinations are less than optimal forimplantation and ultimately lead to failure ofpregnancy. It becomes the basis of pathogenesis ofimportant diseases in pregnancy, such as the fetalgrowth retardation. Trophoblast cells that invadethe maternal uterine tissue express HLA-C at highlevels in a stable conformation of 2. HLA-C withtrophoblast cells perform direct contact withmaternal NK cells that express KIR at the sitewhere placentation take place.6,7Decidua NK cells affect trophoblast ability to in-vade and alter spiral arteries and regulates bloodflow into the intervillous chamber by regulatingthe transformation of trophoblast arteries. NK cellsare a type of lymphocyte with a large size that con-tains many granules in the cytoplasm (LGL). Thecells function to kill cells, produce cytokines, andproduce growth factors such as VEGF and PLGF.6Decidua NK cells express specific KIR receptorsthat bind HLA-C. The binding of HLA-C on KIR
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inhibitory signals as well as activating signals of NKcells, depending on the type of the KIR. Decidua NKcells express specific KIR that binds HLA-C on ahigher level than peripheral NK cells. Some ligandsof the receptor are class I HLA molecules and theseinteractions can activate KIR/KIR2DS1 or inhibitKIR/KIR2DL1.11,12 NK cells express receptors withdifferent complement that have a chain eitheractivating or inhibiting signal. CD 56 Brigth uterineNK cells express diverse receptors includingimmunoglobulin receptor killer which is known torecognize HLA-C.6All HLA-C all types can be grouped into twomain KIR epitopes, C1 and C2. C1 group is ligand forreceptor of KIR2DS2 NK cell activator that is asso-ciated with increased birth weight, and C2 group isligands for receptor of KIR2DL1 NK cell inhibitorthat is related with pregnancy disorders as abnor-mal placentation.11 Fetus vascular supply controlrelies on the interaction between maternal KIR ondecidua NK cells and paternal HLA-C expressedby trophoblast. HLA-C has a relationship with thedevelopment of fetal growth retardation. Thecombination of maternal decidua NK cells, namelymaternal KIR with HLA-C2 fetal genotype (HLA-Creceptor inhibitor), can increase the risk of fetalgrowth retardation. When maternal AA genotypecoincided with HLA-C2 genotype heterozygous orhomozygous fetus, decidua NK cells expressing KIRgenotype AA will be inhibited, because haplotypeA has KIR receptor inhibitor (KIR2DLI1). Thisreceptor can inhibit cytokines secretion from NKcells that are believed to facilitate the normaltrophoblast invasion. If NK cells are not activated,these cells potentially cause inadequate tropho-blast invasion, which resulted in the failure ofplacentation and lead to fetal growth retardation.7C1 does not cause the same inhibition on KIRhaplotype A that is caused by weak binding ofHLA-C1 on the corresponding inhibitor KIR2DL2/3compared to HLA-C2 binding on KIR2DL1. There-fore, C1 does not inhibit NK cell on the same levelwith the C2. When C2 coincided with B KIR haplo-type, then activated KIR haplotypes will neutralizethe inhibition signals.11This study is aimed to analyze the expression ofHLA-C and NK cells in FGR, and is expected to bea predictor of FGR occurrence so as to prepare FGRtherapy.

METHODSA cross sectional study design was used. This studywas conducted at the Obstetrics and Gynecologydepartment of Dr. Moewardi General HospitalSurakarta and its affiliated hospitals. HLA-C and NKcells expression was assessed using immunohisto-chemistry method performed in the PathologicalAnatomy Laboratory, Faculty of Medicine, Univer-sitas Sebelas Maret Surakarta.The study was conducted on pregnant womenwith FGR (fetal weight  10th percentile or fetalabdominal circumference  5 percentile or the ratioof femur length/abdominal circum ferent (FL/AC)>24) on ultrasound examination and normal preg-nant women to analyze HLA-C expression intro-phoblast and NK cells in the decidua. The samplesize is determined based on Multi formula that foreach group contains 20 people.13 The inclusioncriteria were mothers aged 20 - 35 years, 34 - 40weeks of gestational age inpregnancy with FGRcases, and 37 - 40 weeks of gestational age innormal pregnancy, single fetus, remind alive, andhave willingness to participate in the research.Exclusion criteria were mothers with diabetesmellitus, kidney disease, heart disease, liverdisease, chronic hypertension, infectious diseaseand smoking, fetal death in utero, fetus with majorcongenital abnormalities. Both groups underwentexamination on the expression of HLA-C and NKcells in extravillous trophoblast which expressedHLA-C and decidua NK cells accumulated in thesurrounding area.
Immunohistochemistry ExaminationTissue slide preparation was done in several steps,and was initiated by taking cotyledon tissue samplefrom the placenta (trophoblast). Trophoblast wasfixed using buffered formalin solution for 8 hoursor up to 48 hours, and then inserted into tissuecassette and soaked in 50%, 70%, 80%, and 95%alcohol solution, followed by cleaning using xylol 3times for 60 minutes or each prepration. Duringthe embedding process, each preparation wasimmersed in liquid paraffin with a melting pointof 58°C at a temperature of 45°C in an incubatorfor 18 hours, then paraffin blocks were madeand affixed to the holder and were cut 4 - 5microns thick with a rotary microtome. The tissueswere laid on poly L-lysine slides. Glass objectsresulted from paraffin blocks were immersed inxylol 4 times for 5 minutes each. Next, rehydration
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was applied using series alcohol (absolute, 9570%) and then rinsed with the distilled water(H2O) for 5 minutes. The slides were washed withPBS pH 7.4, twice for 5 minutes and was drippedwith endogenous peroxidase methanol H2O2 0.3%for 15 minutes then rinsed with running water for5 minutes and rinsed again with distilled water for5 minutes. Next repeated rinse was applied usingPBS 2 x 5 minutes, and followed with retrievalusing Tris EDTA pH buffer 9 in microwave ordeclocing chamber and then washed with PBS 2 x5 minutes and dripped with snifer backgroundwhen it was already cool. It must be drained beforedripping with prepared monoclonal antibodiesHLA-C and incubated at 4°C for 18 hours. Sub-sequently, it was washed again with PBS 2 x 5minutes, and afterwards, dripped with secondaryantibody (universal trekkielibk) for 15 minutesand washed with PBS 2 x 5 minutes, then followedwith dripping streptavidin for 10 minutes, washedwith PBS 2 x 5 minutes after administration ofperoxidase substrate diethyl amino benzene for 10minutes. Another wash was given with water for 5minutes, and then dripped with hematoxylin for 2minutes and rinsed with running water for 5minutes and mounted using entelan and coveredwith glass cover. Finally, light microscope was usedto observe. The expression of HLA-C and NK cellswere shown with a bluish tint for weak positive,golden yellow for moderate positive, and brown forstrong positive on the trophoblast. Observationswere made as much as 9 field of view. Trophoblastcell number was calculated based on the expres-sion intensity, and the percentage was made fromwhole number of cells. The percentage obtainedwas converted into numbers and calculatedaccording to histological score formula. Scoring ofHLA-C and NK cell image was conveyed asHistology Score (HS) which was done based on theformula: HS = (PK x IK) + (PS x IS) + (PL x IL) +(PN x IN)

Formula explanation:P = Percentage N = Negative L = WeakK = Strong   I = Intensity  S = Medium
The HS of HLA-C and NK cells was classified asfollows. The percentage/percentage of number ofcells: 0-25% = negative; 26 - 50% = weak positive;51-75% = moderate positive; 76-100% = strongpositive; for the qualitive meaning: 0.00 to 3.75 =negative; 3.76 to 7.50 = weak positive; 7.51 - 11.25= moderate positive; 11.26 to 15.00 = strongpositive.14,15Data were analyzed using T test. Reagent usedfor the expression of HLA-C was HLA-C (H-5)antibody reagent sc-166 134 Santa Cruz Biotech-nology, Inc. Meanwhile, the reagent used for theexpression of NK cell was rabbit polyclonal anti-body Anti KIR2DL1 bs-2419R BIOSs, Inc., and KIRwas used to see the expression of NK cell receptors.Observation on intensity of the color was done byusing Olympus CX-21 series light microscope, 400xmagnification on 9 field of view. The number ofHLA-C and NK cells on trophoblast was calculatedbased on the intensity of the reddish-brown colorand the percentage. The higher the histologicalscore, the stronger the expression.15

Ethical ClearanceEthical Clearance was obtained from EIK HealthResearch Commission Dr. Moewardi GeneralHospital - Faculty of Medicine, University ofSebelas Maret Surakarta Number: 461/VI/HREC/2015 dated June 25, 2015.

RESULTS
Table 1. Characteristics of Research Subjects

Variable N Min Max Mean SDMaternal age (years) 40 20.00 35.00 29.50 4.06Gestational age (weeks) 40 37.00 40.00 38.87 0.88Birth weight (grams) 40 1800.00 3100.00 2421.25 504.32Body mass index 40 17.31 24.15 19.89 1.83
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Characteristics of the research subjects showedthe average age of pregnant women was 29.504.06 years, gestational age was 38.870.88weeks, birth weight was 2421.25504.32 g, BMIwas 19.891.83.The mean expression of HLA-C in pregnancieswith FGR was higher (9.021.30), compared withnormal pregnancy (7.960.97), p=12.01 (<0.05).Average NK cells (KIRDL1) in pregnancy with FGRwere higher (10.592.11), compared to normalpregnancies (8.180.91) with p=0.00 (<0.05).HLA-C expressed in trophoblast in brown coloron the core which extends into the cytoplasm oftrophoblast extravillous. From the immunohisto-chemical method reading, HLA-C mean score on

trophoblast tissue in FGR group was higher whencompared with normal pregnancy group. HLA-Cexpression on trophoblast was assessed usingOlympus CX-21 series light microscope with amagnification of 400 times.The color of expressed decidual NK cells incytoplasm was red. The mean score of NK cellexpression on FGR group tissues was higher wascompared to the normal pregnancy group.Expression of NK cells in the decidua by Im-munohistochemistry method using Olympus CX-21series light microscope with magnification of 400times. Figure 2A: NK cell expression in normalpregnancy. Figure 2B: NK cells expression in FGR.NK cells positive if the color is red in the cytoplasm.

              Figure 2. NK Cell Expression in FGR and Normal Pregnancy.
Table 2. Mean Expression of HLA-C and NK Cells in Pregnancy with FGR and Normal Pregnancy

Variable Pregnancy with FGR
(N=20)

Normal Pregnancy
(N=20) pHLA-C (% cells / field of view) 9.021.30 7.960.97 0.01*NK cells (% cells / field of view) 10.592.11 8.180.91 0.00*Description *p significant <0.05

              Figure 1. HLA-C Expression on FGR and Normal Pregnancy.
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DISCUSSIONThe success of pregnancy depends on manyfactors, one of which is immune adaptation ofthe pregnancy in which fetal maternal immunetolerance is very important. Immune maladapta-tion can cause miscarriage, preeclampsia, fetalgrowth restriction, preterm, or gestational diabetesmellitus associated with excessive activation ofimmunology and disregulation.6 Fetus is the resultof an interaction of placenta with maternalimmune system that has direct contact with semi-allogeneic fetus during pregnancy. A special typeof cell derived from the fetus, called trophoblast,invades the uterus and contact directly with thematernal immune system.10 Extravilloustropho-blast cells produce histocompatibility polymorphicantigen known as human leukocyte antigens-C(HLA-C) that will interact with killer immunoglo-bulin receptors (KIR) on maternal decidua NK cellsthat is suspected to have a role in regulatingphysiological functions related to placenta deve-lopment.16 Therefore, it is said that HLA-C expres-sion plays a role in the success of pregnancy.7In this study, the mean of HLA-C expression inpregnancy with fetal growth retardation washigher (9.021.30), compared to normal pregnancy(7.960.97), with p=0.006 (p<0.05). The mean ofNK cells (KIRDL1) expression in the group withfetal growth retardation was higher (10.592.11)compared to normal pregnancy (8.180.91), withp=0.00 (<0.05).The results were consistent with a study con-ducted by Hviid (2006) where HLA-C expressionon cases of intrauterine growth was higher thannormal. High HLA-C would inhibit NK cell functionso that the secretion of angiogenic and mitogenicendothelial was ineffective that would interfereplacentation and vascular remodeling. The balancebetween non-classical HLA molecules and theclassical HLA-C was required for the successof normal pregnancy.10 A study conducted byHaumonte (2014) was also consistent with thisresearch that HLA-C, which is part of the MHCClass I, was high in cases of intrauterine fetaldeath, fetal growth retardation, and the highestfrequency in preeclampsia.17HLA-C has a relationship with intrauterinegrowth due to the success of pregnancy dependson the expression of HLA-C.7 Vascular supplycontrol of the fetus depends on the interactionbetween maternal KIR on decidua NK cells and

paternal HLA-C expressed by trophoblast. Thecombination of maternal decidua NK cells, namelymaternal KIR with fetus HLA-C2 genotype (ligandfor receptor of KIR2DL1 NK cell inhibitor) canincrease the risk of fetal growth retardation. Whenthe AA genotype maternal concurred with geno-type HLA-C2 heterozygous or homozygous fetus,decidua NK cells expressing KIR genotype AA is tobe inhibited, because haplotype A KIR receptorinhibitor (KIR2DLI1). These receptors can inhibitthe secretion of cytokines from NK cells arebelieved to facilitate the normal trophoblastinvasion. If NK cells are not activated, these cellspotentially cause inadequate trophoblast invasion,which resulted in the failure of placentation leadingto fetal growth retardation. On FGR expression ofHLA-C gene C2 is higher in trophoblast.7,11To reinforce that HLA-C2 type with KIR2DL1 in-hibitor as a cause of FGR which is C1 (ligands forreceptors of NK KIR2DS2 cell activator) do notcause same inhibition on A KIR haplotype that iscaused by weak binding of HLA-C1 to the corre-spondent inhibitor KIR2DL2/3 compared to HLA-C2binding on KIR2DL1. Therefore, C1 cannot inhibitNK cell on the same level with the C2. When C2coincides with the KIR B haplotype, the activatedKIR haplotype will neutralize inhibition signals.7Farrel (2014) found no relationship betweenKIR and HLA-C which were seen in bad placentaand demonstrated the importance of maternal-fetal immune interactions to determine the out-come of the pregnancy. Maternal KIR inhibitioncombined with HLA-C2 fetal is associated with lowfetal weight, while the activation of fetal maternalKIR with HLA-C2 is associated with increasing fetalweight.18 In this study, the high expression ofKIR2DLI1, an inhibitor of maternal KIR, is associa-ted with fetal growth restriction.Beaman (2014) showed a little difference butwas still relevant to our study that the combina-tion of KIR receptor activation that interactedwith HLA-C1 haplotype would produce GM-CSFthat was useful in placentation. If trophoblastexpresses HLA-C2 inhibitor that interacts withreceptors on NK cells, so that the cells are inactiveand will result in preeclampsia, FGR, and recurrentmiscarriage. A suitable combination will causeactivations of NK cells and angiogenesis duringplacental growth and cause a good pregnancy,if the combination does not proper, it bringsdifficulty during pregnancy period.19

Vol 5, No 3July 2017 HLA-C and NK cells in fetal growth restriction  147



According to a theory by Hanna (2006), the riskof fetal growth restriction would increase if themother had KIR haplotype inhibitor and the fetushad HLA-C2 gene which would lead to inhibition ofNK cell activity which is not expected to occurduring pregnancy.20Sharkey (2008) found that KIR/HLA-C inter-action was biologically important in regulatingplacentation. KIR that binds HLA-C is expressedmore strongly in decidua NK cells than peripheralNK cells derived from the same woman at the sametime. The strongest expression of KIR is in earlygestation (6 weeks), and it decreases slowly afterthe first trimester.21Decidual NK cells produce several chemokinesand angiogenic cytokines. It shows that NK cellsplay a role by releasing its cytokines in controllingpregnancy, besides functioning through cytotoxicmechanism. Activated KIR may not only activatethe function of cytotoxic killer, but also activatesthe production of certain cytokines that can inducetrophoblast invasion. This can explain the reasonthat NK cells have activating receptors for class IHLA molecule. Decidua NK clones that expressactivated KIR2DS4 receptors secrete large amountsof growth factors (VEGF, PLGF, IL-8 and IP-10),when incubated with cells that have experiencedtransfection with HLA-C2 group. Decidua NK cellsthat express KIR2DL1 receptor inhibitor secretefewer growth factors when transfected withHLA-C2.20
CONCLUSIONThe expression of HLA-C and NK cells are higherin fetal growth restriction compared to normalpregnancy. REFERENCES1. Unterscheider J, Daly S, Geary MP, et al. Optimizing TheDefinition of Intrauterine Growth Restriction: The Multicen-ter Prospective Porto Studio. Am J Obstet Gynecol. 2013Apr; 208(4): 290.e1-6.2. Suhag A, Berghella V. Intrauterine Growth Restriction(IUGR): Etiology and Diagnosis. Curr Obstet Gynecol Rep.2013; 2(2): 102-11.3. Imdad A, Yakoob MY, Siddiqui S, Bhotta ZA. Screening andTriage of Intrauterine Growth Restriction (IUGR) in GeneralPopulation and High risk Pregnancies, a systematic Reviewwith a Focus or Reduction of IUGR Related Stillbirths. BMCPublic Health. 2011; 11(Suppl 3): S1.
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Research  Article

Prediction of Vaginal Delivery Using Fetal Head Descent
Assessed Using Transperineal Ultrasound

Penilaian Penurunan Kepala dengan USG Transperineal untuk
Penentuan Keberhasilan Persalinan Pervaginam

Yudianto B Saroyo, Mahendri D DanartiDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Indonesia/Dr. Cipto Mangunkusumo HospitalJakarta

INTRODUCTIONIdentifying a fetal head descent to avoid vaginaldelivery complications is considered a challenge inobstetric practice.1-8 The fetal head descent hasbecome a routine evaluation indicator during
delivery to predict any delivery progress.2,3,9-13 Ifthe fetal head does not descent normally, it is oneof the arrest of descent sign which eventually theobstetrician must interfere the delivery processusing additional instrument or proceed the cesa-

Abstract

Objective: To evaluate the use of transperineal ultrasound inpredicting the successfulness of vaginal delivery.
Methods: This was a prospective study conducted at KarawangDistrict Hospital during the period between March 2016 and May2016. Inclusion criteria were term pregnancy, singleton live headpresentation, and active phase of labor. Using transperineal ultra-sound, fetal head perineum distance, and angle of progressionwithin relaxation phase between contraction were being calculated.
Results: There were 306 subjects who delivered vaginally. The cutoff value for fetal head perineum distance as a predictor of vaginaldelivery was 43.5 mm (sensitivity 91%, specificity 78%), with areaunder a curve of 82% (95% CI 69 - 95%, p < 0.01); while angle ofprogression is 107° (sensitivity 80 %, specificity 97%), with Areaunder curve is 96.4% (95% CI 87 - 99%, p < 0.01).
Conclusion: Fetal head perineum distance and angle of progres-sion can predict the successfulness of vaginal delivery.[Indones J Obstet Gynecol 2017; 5-3: 149-153]
Keywords: angle of progression, fetal head-perineum distance,prediction of vaginal delivery, transperineal ultrasound

Abstrak

Tujuan: Mengetahui bahwa USG transperineal dapat mempre-diksi keberhasilan persalinan pervaginam.
Metode: Penelitian ini merupakan uji prognostik dengan desainKohort yang berlangsung pada bulan Maret hingga Mei 2016 di RSUDaerah Karawang. Dengan kriteria inklusi adalah perempuan hamilaterm, presentasi kepala dan janin tunggal hidup yang sedang dalampersalinan kala I aktif, dan yang menjadikan kriteria eksklusi adalahmalpresentasi, disproporsi kepala-pelvik, pengakhiran kehamilan de-ngan seksio sesarea pada saat pemantauan dengan indikasi bukankarena persalinan macet. Subyek penelitian sebanyak 323 orang,dilakukan pemeriksaan ultrasonografi transperineal, dilakukanpengukuran jarak kepala-perineum dan sudut kemajuan pada saatfase relaksasi di antara kontraksi dan dipastikan kandung kemihkosong. Sebelumnya telah dilakukan uji kesesuaian antar observer.Analisis data menggunakan uji Mann Whitney, dan dicari masing-masing titik potong optimal menggunakan ROC. Dari berbagai titikpotong dilakukan analisis bivariat, seleksi variabel dimasukkandalam analisis multivariat (bila p < 0,25), dan kualitas hasil dilihatdari nilai Area Under Curve (AUC).
Hasil: Sebanyak 306 subjek melahirkan spontan dan 13 subjekmelahirkan berbantu alat. 4 subjek (1,3%) melahirkan dengan sek-sio sesarea. Didapatkan titik potong untuk jarak kepala - perineumadalah 43,5 mm, sensitivitas 91%, spesifisitas 78%, sebanyak 89%lahir pervaginam dan dengan Area Under Curve untuk memprediksipersalinan pervaginam adalah 82% (IK 95%, 69 - 95%) (p<0,01).Sedangkan titik potong sudut kemajuan sebesar 107° dengan sensi-tivitas 80%, spesifisitas 97% sebanyak 75% lahir pervaginam dandengan Area Under Curve 96,4% (IK 95%, 87- 99%) (p<0,01) untukmemprediksi persalinan pervaginam.
Kesimpulan: Jarak kepala - perineum dan sudut kemajuan dapatmemprediksi keberhasilan persalinan pervaginam.[Maj Obstet Ginekol Indones 2017; 5-3: 149-153]
Kata kunci: jarak kepala - perineum, persalinan pervaginam, sudutkemajuan, USG transperineal
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rean section.13,14 The over 90 diagnosis of arrestof descent increase the cesarean section procedurerate.1-3,15-18 Newer methods are required todistinguish whether a woman has a high or lowsuccessful rate for vaginal delivery. The intra-partum ultrasound is needed to confirmed thediagnosis on the active phase of labor.3,4,5,19 Thisstudy is aimed to evaluate transperineal ultra-sound in predicting the successfulness of vaginaldelivery.
METHODSThis was a prospective study conducted atKarawang District Hospital during the period ofMarch 2016 to May 2016. The inclusion criteriawere term pregnancy, singleton live head presen-tation, and active phase of labor. The exclusioncriteria were maplresentation, cephalo-pelvicdisproportion, and cesarean section pregnancytermination with non arrest of descent indication.There were 323 subjects, examined using trans-perineal ultrasound, and calculated the fetal headperineum distance, and angle of progression withinrelaxation phase on empty bladder and betweencontraction. Analysis was carried out using Mann-Whitney test, and optimal cut off point wasdetermined using ROC. Using a bivariate analysisfrom a few different cut off point, variable selectioncounted as multivariate analysis if p<0.25, andthe Area Under Curve (AUC) to evaluate thequality of the result.
RESULTSDemographic characteristics of the subjects arepresented in Table 1. 194 (61%) subjects weremultigravida and 306 (94.7%) subjects had spon-taneous delivery.Validity test was performed on 50 subjects withone time calculation on the fetal head perineumdistance and the angle of progression which wereevaluated by the first observer and re-evaluated by

the second observer. The Cronbach’s alpha scorewas 0.92 with 0.86 intraclass correlation coeffi-cient (ICC) score for angle of progression and 0.99Cronbach’s alpha score with 0.98 intraclass corre-lation coefficient score for the fetal head perineumdistance. This study has a very good balance onevaluation between the observers.
Table 1. Demographic Characteristics of the Subjects

Parameter Median (range) or N (%)Maternal CharacteristicsMother’s Age 28 (15 - 45)*Gestational age 39 (37 - 41)*BMI 29 (25 - 38)*25 - 29 kg/m2 210 (65)+30 - 33 kg/m2 87 (27)+> 34 kg/m2 26 (8)+Previous C-section 11 (3.4)+Primigravida 129 (39)+Multigravida 194 (61)+Delivery CharacteristicsLabor Induction 153 (47.3)+Spontaneous 170 (52.7)+Augmentation 18 (5)+Delivery modeSpontaneous 306 (94.7)+Instrumental 13 (4)+C-section 4 (1.3)+Neonatal CharacteristicsLow birth weight 3100 (2500 - 4000)*
Normality test was performed to determine thesample data distribution. An abnormal data wasfound with Kolmogorov Smirnoff test (p>0.05).Mann Whitney test was used to evaluate the angleof progression between the spontaneous deliverygroup and the instrumental delivery group withthe end result was p = 0.024.

Table 2. Successful Vaginal Delivery Prediction Parameter
Variable

Vaginal delivery
p

Spontaneous delivery (n=306)
Median (minmax)

Instrumental delivery (n =13)
Median (minmax)Angle of progression 114 (104 - 120) 102 (96 -110) 0.007Fetal head perineum distance 34 (18 - 45) 26 (38 - 56) 0.024
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With Chi square test, the angle of progressionvariable and the fetal head perineum variable hada significant statistical result. In a multivariate orlogistic regression test, these variables could be afactor to predict vaginal delivery using AUC : 96.4%(CI 95%, 97-99%) and 82.4% (CI 95%, 69-95%).The angle of progression cut off point as asuccessful vaginal delivery predictor was 107° with80% of sensitivity and 97% of specificity. The fetalhead perineum distance cut off point was 43.5 mmwith 91% of sensitivity and 78% of specificity.
DISCUSSIONThis median age of the subjects was 28 years old.BMI median was 29kg/m2, 202 spontaneusdelivery with BMI between 25-29 kg/m2, 9 ins-trumental delivery subjects, and 2 cesarean sectionsubjects. There were 80 cesarean section subjectsand 4 instrumental delivery subjects with BMIbetween 30-33 kg/m2. There were 23 spontaneousdelivery subjects, 1 instrumental subject, and 2cesarean section subject with BMI >34 kg/m2.This result showed there was no between largerBMI with increasing cesarean section rate.There were 129 primigravida subjects, 120spontaneous delivery subjects, 6 instrumentaldelivery subjects, and 3 cesarean section subjects.The fetal head perineum distance on cesareansection subject was 46-56mm and the angle ofprogression between 96-106°. This result showedthat the fetal head perineum distance <43.5 mmwith >107° angle of progression could predict thesuccession of vaginal delivery on primipara.Eggebo and Torkildsen research showed thattransperineal ultrasound could predict the succes-sion of vaginal delivery on primipara.2-13

There were 194 multigravida subjects consistingof 11 subjects with previous cesarean section, 185subjects with spontaneous delivery, 8 subjects withinstrumental delivery, and 1 subject with cesareansection. On the cesarean section subject, the fetalhead perineum distance was 45mm and the angleof progression was 96°. This result showed that thefetal head perineum distance and the angle ofprogression could predict the successfulness ofvaginal delivery. Eggebo and Torkildsen researchshowed that transperineal ultrasound couldpredict the successfulness of vaginal delivery onmultipara.17,19-25Eleven subjects with previous cesarean sectionhistory underwent vaginal delivery. There is noevidence about successful rate of vaginal deliveryon previous cesarean section subjects, hence theangle of progression and the fetal head perineumdistance could be used as a predictor of success-fulness for vaginal delivery on previous cesareansection subjects and as the next guideline for futureresearch of transperineal ultrasound as a predictorof successfulness for vaginal delivery on previouscesarean section subjects.In this study, transperineal ultrasound couldpredict vaginal delivery on the first active phase oflabor. The cut off point score for the angle ofprogression as a predictor of successfullness forvaginal delivery was 107° with 80% of sensitivityand 97% of specificity, as much as 75% of thesubjects were proceed with a vaginal delivery withAUC 96.4% (CI 95%, 87-99%). The cut off valuefor the fetal head perineum distance as a predictorof successfullness for vaginal delivery was 43.5 mmwith 91% of sensitivity and 78% of specificity, asmuch as 89% of the subjects were proceed with avaginal delivery with AUC 82,4% (CI 95%,
Table 3. Successful Spontaneous Delivery and Instrumental Delivery Prediction Using Bivariate and Multivariate Analysis

Variable
Spontaneous
delivery
(n = 306)

Instrumental
delivery
(n = 13)

Non  Adjusted Adjusteda

p OR CI 95% p OR CI 95%

Angle of progression< 107° 6 (2.2%) 3 (80%) <0.001* 0.64 1.06 - 7.34 0.047* 23.3 1.03 - 523.5
 107° 309 (97.8%) 1 (20%)
Fetal head perineum distance< 43.5 mm 310 (98.1%) 1 (20%) <0.001* 7.33 1.13 - 47.60 0.033* 0.34 0.01 - 0.86
 43.5 mm 5 (96.6%) 4 (80%)*p< 0.05; aadjust based on power/his
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69-95%). Eggebo and Torkildsen research showedthat on the first active phase of labor, 110° was thecut off point where we could predict the success-fulness of vaginal delivery as much as 88% withAUC 76% (p>0.05) and the 40mm cut off pointfrom the fetal head perineum distance couldpredict 92% vaginal delivery with AUC 81%(p<0.05).2-13
CONCLUSIONThe angle of progression and fetal head-perineumdistance can predict the successfulness of vaginaldelivery. With 107° angle of progression cut offpoint, obtained 80% of sensitivity and 97% ofspecificity, as much as 75% subjects were proceeda vaginal delivery with AUC 96.4% to predictvaginal delivery. Within the fetal head perineumdistance cut off point with 43.5mm, obtained 91%of sensitivity and 78% of specificity, as much as89% subjects were proceed a vaginal delivery withAUC 82.5% to predict vaginal delivery. Futurestudies regarding transperineal ultrasound as apredictor labor induction successfulness accordingto delivery methods should be performed.
REFERENCES1. Duckelmann AM, Bamberg C, Michaelis SA, Lange J, Non-nenmacher A, Dudenhausen JW, et al. Measurement of fetalhead descent using the ’angle of progression’ on transper-ineal ultrasound imaging is reliable regardless of fetal headstation or ultrasound expertise. Ultrasound in obstetrics &gynecology: the official J Int Soc Ultrasound Obstet Gynecol.2010; 35(2): 216-22. Epub 2010/01/14.2. Torkildsen EA, Salvesen KA, Eggebo TM. Prediction of de-livery mode with transperineal ultrasound in women withprolonged first stage of labor. Ultrasound in obstetrics &gynecology: the official J Int Soc Ultrasound Obstet Gynecol.2011; 37(6): 702-8. Epub 2011/02/11.3. CJM Verhoeven MEPFR, BC Opmeer, E Pajkrt and BWJ Mol.Ultrasonographic fetal head position to predict mode of de-livery a systematic review and bivariate meta-analysis CJMVerhoeven Ultrasound Obstet Gynecol 2012.pdf. Ultrasoundin obstetrics & gynecology: the official J Int Soc UltrasoundObstet Gynecol. 2012; 40: 9-13.4. Blasi RDa, V Fenu, A Volpe, I Fuchs, W Henrich and V Mazza.Sonographic assessment of fetal spine and head positionduring the first and second stages of labor for the diagnosisof persistent occiput posterior position a pilot study I. BlasiUltrasound Obstet Gynecol 2010.pdf. Ultrasound in obstet-rics & gynecology: the official J Int Soc Ultrasound ObstetGynecol. 2010; 35: 210-5.5. S Haberman YP, R Gonen, G Ohel, Y Ville and J Nizard. As-sociation between ultrasound-based assessment of fetal
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Chronic Pelvic Pain and Associated Clinical Characteristics among
Women  in a Tertiary Care Center  in Indonesia

Nyeri Panggul Kronis dan Karakteristik Klinis yang Berhubungan pada
Perempuan di Suatu Layanan Kesehatan Tersier di Indonesia

Kanadi Sumapradja, Thomas ChayadiDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Indonesia/Dr. Cipto Mangunkusumo General HospitalJakarta

INTRODUCTIONChronic pelvic pain (CPP) is a symptom oftenexperienced in women, particularly during repro-ductive age.1 CPP is a complex condition due tovarious etiologies.2 According to the EuropeanAssociation of Urology (UAE), chronic pelvic painis defined as non-malignant pain felt in pelvic areathat is intermittent or constant of at least 6

months in duration, whereas in some cases it isoften associated with cognitive, negative behavior,and consequence of emotional and sexual condi-tion.3 The pain may lead to daily activity impair-ment and lowering the quality of life caused bydepression, sexual dysfunction, and somaticsymptoms.4

Abstract

Objective: To determine the prevalence and various aspectsassociated with female chronic pelvic pain.
Methods: During the period of January to March 2016, a cross-sectional study was conducted at the Women’s Health Clinic of Dr.Cipto Mangunkusumo Hospital, Jakarta, Indonesia. Subjects werefemale who complained of pelvic pain for more than 6 months. Weperformed history taking, physical examination, and laboratoryinvestigations including hs-CRP serum examination. We calculatethe prevalence and describe the clinical characteristics and diag-nosis of the patient. Quality of life and levels of hs-CRP were com-pared between the group of mild and severe pain.
Results: In this study, the prevalence of CPP was 9.78%. We found96.9% of gynecological disorders, 1% of urological disorders, and2.1% of musculo-skeletal disorders. The most common diagnosis isendometriosis. The Clinical characteristics of patients were found62.9% suffer for 6 months - 1 year with the intensity of pain (VAS)7-10 as much as 51.5%. Levels of hs-CRP serum was around 1.99(0.00 - 404, 53). We found a decreased in the quality of life of thepatient. The physical domain score was 56 (38-81); the psychologydomain score was 56 (31-100); the domain of social relationshipswas 59 (25-75); and the environmental domain score was 56(31-94).
Conclusion: Endometriosis is the most common diagnosis infemale chronic pelvic pain of reproductive age. The pain causes adecreased in quality of life who suffer from it.[Indones J Obstet Gynecol 2017; 5-3: 154-159]
Keywords: chronic pelvic pain, hs- CRP, intensity of pain, quality oflife

Abstrak

Tujuan: Untuk mengetahui prevalensi dan berbagai aspek yangberhubungan dengan nyeri panggul kronik pada perempuan.
Metode: Penelitian dilakukan dengan desain potong lintang di poli-klinik rawat jalan ginekologi dan laboratorium di rumah sakit Dr.Citpo Mangunkusumo selama Januari - Maret 2016. Pasien yangmengeluh nyeri panggul lebih dari 6 bulan dilakukan anamnesis,pemeriksaan fisik, dan pemeriksaan penunjang dan pemeriksaanhs-CRP serum. Dilakukan penghitungan prevalensi dan deskripsikarakteristik klinis dan diagnosis pasien. Kualitas hidup dan kadarhs-CRP dibandingkan antara kelompok derajat nyeri ringan danberat.
Hasil: Didapatkan prevalensi nyeri panggul kronik sebesar 9,78%dari total pasien di poliklinik ginekologi rumah sakit Dr. Cipto Ma-ngunkusumo. Ditemukan 96,9% kelainan ginekologi, 1% kelainanurologi, dan 2,1% kelainan muskulo-skeletal. Diagnosis terseringadalah endometriosis. Karakteristik klinis pasien yang ditemukanadalah 62,9% menderita lama nyeri selama 6 bulan - 1 tahun de-ngan intensitas nyeri (VAS) 7 - 10 sebanyak 51,5%. Kadar hs-CRPserum sebesar 1,99 (0,00 - 404, 53). Terjadi penurunan kualitashidup dari domain fisik 56 (38 - 81); domain psikologi 56 (31 - 100);domain hubungan sosial (25 - 75); domain lingkungan 56 (31 - 94).
Kesimpulan: Nyeri panggul kronik pada perempuan dijumpai padausia reproduksi dengan penyebab tersering endometriosis. Nyeri ter-sebut menyebabkan penurunan kualitas hidup.[Maj Obstet Ginekol Indones 2017; 5-3: 154-159]
Kata  kunci: derajat nyeri, hs-CRP, kualitas hidup, nyeri panggulkronik
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The various definitions of chronic pelvic painmakes it complicated to determine the right preva-lence. A study in the United States found that thequarterly prevalence of CPP in women aged 18 -50 years is 15%.4 Furthermore, a survey in UnitedKingdom reported as much as 15 - 24% of womenaged 18 - 50 years had experienced chronic pelvicpain in the last 3 months.5 The prevalence reportedin New Zealand in women aged 18 - 50 was25.4%.6 40% of Northern Mexico complainedabout having CPP.7 In Alexandria, Egypt, the pre-valence was 26.6%.8According to the World Health Organization(WHO), CPP is a standing entity that is not wellunderstood and has a quite serious morbidity.9CPP is often under estimated by physicians, whichmay result in patient dissatisfaction. Hence objec-tive measures of pain are needed in order to assessCPP better.10 This study was conducted to obtainthe portrait of clinical manifestation and quality oflife of women in Indonesia with an objectivemeasurement, for a better diagnosis and causativetherapy. Another objective of the study was to seethe relationship between CPP severity and hs-CRPserum level as a biomarker.
METHODSA cross-sectional study was conducted to obtaininformation about prevalence, demographic, andclinical manifestation and its relationship with thequality of life and hs-CRP serum level. The studywas conducted at Dr. Cipto Mangunkusumo Hos-pital, Jakarta, Indonesia, during January - March2016.The inclusion criteria were women who experi-enced CPP (defined as pain felt in pelvic area, thatis intermittent or continuous for at least 6 monthsin duration) who came to the Women’s HealthClinic of Dr. Cipto Mangunkusumo hospital. Preg-nant women and patients with malignancy wereexcluded.Patients who met the eligible criteria were giveninformed consent. Subjects were then classifiedinto patients with mild pain group (VAS 0-4) andpatients with severe pain group (VAS 5 - 10). Aftergiving the informed consent, we performedanamnesis, physical examination, and laboratorytests, including hs-CRP serum level.

All data were verified and analyzed usingSPSS20 for Mac. This study was accepted by theEthic Committee of Faculty of Medicine, UniversitasIndonesia - Dr. Cipto Mangunkusumo Hospital.
RESULTS AND DISCUSSIONA total of 97 patients were recruited in this study.During the study period, there were 992 patientswho came to the outpatient clinic. Thus, the preva-lence of PFD at Dr. Cipto Mangunkusumo Hospitalwas 9.78%. Previous study in United Statesshowed that the quarterly prevalence of CPP inwomen aged 18-50 years was 15%, while a studyin United Kingdom reported 15-24% of women ofthe same age experienced CPP.4 The WHO syste-matic review reported that the prevalence of PFDin India, Pakistan, and Thailand were 5.2%, 8.8%,and 43.2%, respectively.9Patients aged 31-40 years suffered the mostfrom CPP at 39.2%, followed by patients aged 41-50 years at 38.1%. The ages mentioned were re-productive age. On education level, 60.8% of pa-tients graduated high school, and 26.8% of patientsgraduated university. There was no patient whonever attended school. On marriage status, 84.5%of patients were married, while 11.3% were not.69.1% of patients were not working and got aliving from their husband. 81.4% of patientsearned 2,500,000 - 5,000,000 IDR monthly. 80.4%of patients used national health insurance, while16.5% of them paid by themselves and 3.1% usedmanagement insurance. A previous study reportedthat patients aged 18-50 years were the mostreported of having CPP.9 From the studies above,patients aged 30-40 suffered the most from it.From this study, most patients were married,household wife, and graduated high school. Thesecharacteristics were also found in previous studies.Endometriosis is a disease related to hormone.11Therefore, reproductive age is the most commonperiod to suffer from CPP that is caused by hor-monal influence, with endometriosis serves as theleading cause in gynecological field. In this study,the age range of patients having CPP was 30 - 50years, most of them suffered from endometriosis.The data of patients’ characteristics and socio-demographic status was shown in Table 1.
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Table 1. Demographic Characteristics of the Subjects
Characteristics  n (%)

Age (years)* 40.0 (15.0 - 69.0)*
Age**

 20 years old 3 (3.1)21 - 30 years old 11 (11.3)31 - 40 years old 38 (39.2)41 - 50 years old 37 (38.1)
 50 years old 8 (8.2)

Educational level**No schooling 0 (0.0)Elementary school graduate 0 (0.0)Junior high school graduate 12 (12.4)Senior high school graduate 59 (60.8)College 26 (26.8)
Marital status**Single 11 (11.3)Married 82 (84.5)Divorced / widowed 4 (4.1)
Obstetric history**Gravidity0 44 (45.4)1 23 (23.7)2 14 (14.4)3 11 (11.3)4 4 (4.1)Parity0 45 (46.4)1 23 (23.7)2 14 (14.4)3 11 (11.3)4 4 (4.1)Abortion0 92 (94.8)1 2 (2.1)2 2 (2.1)3 0 (0.0)4 1 (10)
Occupation**Unemployed 67 (691)Employed 30 (30.9)
Income**< 500.000 0 (0.0)500.000 - 1.000.000 1 (1.0)1.000.000 - 2.500.000 12 (12.4)2.500.000 - 5.000.000 79 (81.4)> 5.000.000 5 (5.2)

Health financing**Private funding 16 (16.5)National Health Insurance 78 (80.4)Corporate funding 3 (3.1)*Numerical data presented in median (min - max)**Categorical data presented in n (%)
In this study, clinical characteristics that wereassessed include diagnosis, quality of life based oneach domain, duration of pain, intensity of pain,and hs-CRP serum level in some patients. CPP inthis study are mostly caused by gynecologicaldisorders (96.9 %), and a small part caused bychronic cystitis (1%) and myofascial pain (2.1%).The gynecological disorders that were found wereendometriosis (76.3%), uterine myoma (9.3%),pelvic venous congestion syndrome (3.1%), pelvicinflammatory disease (4.1%), benign ovarian cyst(3.1%), cervicitis (1%). The common cause ofCPP in women is endometriosis. Table 2 showsdiagnosis of patients with CPP. Bloski et al saidthat endometriosis could be found 71 - 87% inwomen with CPP.12 Obstetric histories revealedthat 45.4% patiens had never been pregnant andhad problems with infertility. This is consistentwith the common cause of CPP which is endo-metriosis. In this study, 96.9% of patients with CPPhad gynecological disorders.

Table 2. Etiologies of Chronic Pelvic Pain (CPP) in thisStudy
Diagnosis n (%)

Gynecology 94 (96.9)Endometriosis 74 (76.3)Endometriosis cyst 47 (48.5)Adenomyosis 10 (10.3)Deep infiltrating endometriosis 1 (1.0)Combined endometriosis 16 (16.5)Uterine fibroid 9 (9.3)Pelvic venous congestion syndrome 3 (3.1)Pelvic inflammatory disease 4 (4.1)Benign ovarian cyst 3 (3.1)Cervicitis 1 (1.0)
UrologyChronic cystitis 1 (1.0)
MuskuloskeletalMyofascial pain 2 (2.1)Categorical data presented in n(%)
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In this study, 62.9% subjects had beencomplaining of pain for 6 - 12 months and26.8% of patients for 1-2 years. A study conductedby Muhammad et al found that patientscomplained of pain for 1-5 years.8 From study fromBrazil by da Silva, 34% of patients complained ofpain for 6 - 12 months, 28.6% for 13 - 36 months,and 37.4% for over 36 months.13 In this study,most patients have been suffering pain for 6 - 12months. This might be caused by patients’ educa-tion level that were mostly senior high schoolgraduate. But in this study, none of the patients hadeducation level lower than senior high school.Other factors that made patiets to go to hospitalwere suggestion from the family or relatives andalso the national health insurance that can be usedfor hospital payment. Some patients have beensuffering pain for more than 1 year. This might becaused by tiered refferal. Primary care physiciansprobably assumed this pain as regular pain, thusthe patients were not directly reffered to Dr. CiptoMangunkusumo Hospital. The patients could bereferred first to the secondary hospital and hadtreatment there. In addition, some patients alsocame from outside Jakarta, so it took a huge costfor transportation to Dr. Cipto MangunkusumoHospital. In this study, 51.5% of patients had scoreof pain with VAS 7 - 10, 37.1% of patients had4 - 6. A previous study conducted by Muhammadet al reported the score of pain was VAS 6.5  2.1.8Da Silva reported 35.4% of patients had VAS 3 - 5;17.7% had VAS 5 - 7; 29.9% had VAS 7 - 10.13 Studyby Souza reported that the patients had score ofpain VAS 5.9  2.9.14 Wadner et al have foundseveral factors that affect patients’ pain perceptioninclude age and race. In this study, the majorityof the subject had score of pain VAS 7 - 10. Thismight be caused by the patients’ age, that weremainly middle-aged and older. Some patients whohad higher education level complained higherscore of pain, because they felt disturbed by thepain and they were more concerned about thepain. From the quality of life, patients had lowscores either in total score or in each domain. Thetotal score was 226 (144 - 319) and physical,psychological, social relationships, and enviromentdomain scores, respectively were 56 (38 - 81); 56(31 - 100); 59 (25 - 75); 56 (31 - 94). A previousstudy by Souza reported physical domain scorewas 54.2  12.8; psychological domain was 56.2 14.4; social relationships domain was 55.6  18.2;and enviroment domain was 59.2  11.7.14 In this

study, patients had decreased score of quality oflife in each domain. It is caused by disturbance inphysical activity caused by pain. Some patientswere stressed due to prolonged pain that psycho-logically disturbing. In terms of social relationships,patients did not want to socialize when theysuffered pain, but this did not disturb sexualintercourse with their partner. This study foundhs-CRP level was 1.99 (0.00 - 404.53) mg/l. A studyconducted by Foda et al reported hs-CRP level inCPP patients due to endometriosis was 0.701 0.289 mg/l.15 This study found elevated levels ofhs-CRP compared to previous study. Endome-triosis was the most common cause in this study.Endometriosis cause pain due to inflammationprocess.16 Increased of hs-CRP level as a marker ofinflammation might be caused by endometriosis.However, there were also other factors so therewas variation of an increased of hs-CRP level in thisstudy. Clinical characteristics data are shown inTable 3.
Table 3. Clinical Characteristic of Chronic Pelvic Pain inSubjects
Characteristic n (%)

Duration of pain*6 months - 1 year 61 (62.9%)1 - 2 years 26 (26.8%)3 - 5 years 8 (8.2%)> 5 years 4 (4.1%)
Pain intensity (VAS)*0 - 3 11 (11.3%)4 - 6 36 (37.1%)7 - 10 50 (51.5%)
hs  CRP** 1.99 (0.00 - 404.53)
hs  CRP*Elevated (> 3 ng/l) 16 (57.1%)Not elevated (? 3 ng/l) 12 (42.9%)
Impact on quality of life**Total 226.0 ( 144.0 - 319.0)Physical domain 56.0 (38.0 - 81.0)Psychological domain 56.0 (31.0 - 100.0)Social relations domain 59.0 (25.0 - 75.0)Environments domain 56.0 (31.0 - 94.0)* Categorical data presented in number (percentage)** Numerical data with asymmetrical distribution presented in median(minimum - maximum)
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In this study, no significant difference was foundin total quality of life score when we compared thesubjects with mild VAS score subjects with severeVAS score (219 (163 - 319) and 231 (144 - 319),p = 0.076). There was also no significant differencefound in each domain. Here are comparison resultsbetween those two groups in physical domain,psychological domain, social relations domain, andenvironments domain: 50 (44 - 75) and 56 (38 -81), p = 0.267; 56 (44 - 88) and 56 (31 - 100), p =0.272; 50 (31 - 75) and 62 (25 - 75), p = 0.128; 50(38 - 88) and 56 (31 - 94), p = 0.160. Previousstudy done by Souza showed that higher VASscore shows lower quality of life in psychologicaldomain (45.4  15.6 and 58.2  13.3, p = .007) andenvironments domain (53.3  10.7 and 60.7  10.9,p = .044). No significant difference found inphysical and social relations domain of quality oflife. We classified subjects into mild and severedegree based on score plotted at less than 25thpercentile for mild group, and more than 25thpercentile for severe group.14 This study discoverlower quality of life in subjects with mild VAS scorein comparison with subjects with severe VASscore, it is likely due to subjects ability to adaptand acceptance to the pain felt. Furthermore,there is a process of central sensitization in chronicpain. The process of central sensitization is relatedwith neurotransmitter and also cognitivity ofindividuals suffering pain.17 It is also correlatedwith changes in pain threshold, and temporal andspatial changes therefore in can cause a painhypersensitivity condition in normal stimulationor in condition with no pain stimulation at all.18From this study there are several possibilities thatmay cause no difference between subjects withmild and severe VAS in lowering quality of life,which are perception and subjects psychologicalaspects in accepting the pain felt. Furthermore,central sensitization that happen cause hypersen-sitivity to pain, therefore some individuals perceivemore severe pain than other individuals butgenerally have similar quality of life.In this study, the ratio of hs-CRP in CPP patientswith mild and severe VAS is found to be insignifi-cant (3.88 (0.00 - 11.89) and 1.74 (0.34 - 404.53);p = 1.00). Previous study was performed on pa-tients with CPP in endometriosis. The increase ofhs-CRP level is found to be insignificant in thisstudy due to different amount of patients withmild and severe VAS, along with the presence ofendometriosis. However, hs-CRP level is found to

be higher in patients with mild VAS in comparisonto patients with severe VAS, though statisticallyinsignificant. Phillips discussed the mechanism ofcentral nerve pain in chronic pain scheme. Inchronic pain, central nervous system plays pivotalrole as the brain has the plasticity capability thatinfluence the process of central sensitization. Suchprocess is triggered by peripheral trauma or in-flammation process, which then affects centralnervous system and progresses into chronic pain.Some people also have predisposing factors aidingto the central sensitization into chronic pain.16,19Another factor includes the mechanism of centralsensitization it self, which triggers a state of hy-persensitivity towards pain, there by giving outhigher intensity of pain (severe VAS) compared topatients with mild VAS. Central sensitizationprocess is not always related to stimulation orinflammation in order to induce pain18, thusexplaining a higher increase of hs-CRP level inpatients with mild VAS compared to patients withsevere VAS.This is a descriptive study that describes theprevalence along with overview of patient’s socio-demographic and clinical features of patients withCPP at Dr. Cipto Mangunkusumo hospital. InIndonesia, no study has been found to describe theclinical features of CPP. The data obtained in thisstudy can be use as a reference for further re-search. The weakness of this study is that patientsampling only conducted in the Dr. Cipto Mangun-kusumo hospital’s gynecology clinic as a conse-quence the population is less varied along withreduce number of patients due to the referralsystem in force. The other drawback is that themajority of the patients in this study were foundendometriosis. For other gynecological disorderssuch as uterine myoma and benign ovarian cyst,both have been treated at secondary hospitals.As a result, other gynecological disorders werefound less in Dr. Cipto Mangunkusumo hospital.
CONCLUSIONDuring January to March 2016, the prevalence ofCPP was 9.78% in Dr. Cipto Mangunkusumo.Endometriosis is the common cause of CPP in thereproductive age. Pain leads to decreased qualityof life. The intensity of CPP on the mild and severeVAS decreases the patients’ quality of life in everydomain (total, physical, psychological, social rela-tionship, and environment). The degree of CPP in
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patients with mild and severe VAS does not havea difference in the levels of hs-CRP patients.
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External Validation of Endometriosis Fertility Index (EFI)  in an
Indonesian Population: A TwoCentre Prospective Study

Validasi Eksternal Endometriosis Fertility Index (EFI) pada Populasi Indonesia:
Sebuah Studi Prospektif

Herbert Situmorang, Dimas RadityoDepartment of Obstetrics and GynecologyFaculty of Medicine - Universitas Indonesia/Dr. Cipto Mangunkusumo HospitalJakarta

INTRODUCTIONEndometriosis is a benign growth of endometrialglands and stroma outside uterine cavity associa-ted with both pelvic pain and infertility. Due to itsrelationship with infertility, numerous scoringsystems were proposed.1 Existing various scoringsystems suggested decreased fecundability asdisease progressed, but failed to show significantdifferences between groups.2 The American Fer-tility Society (AFS) created a scoring system whereendometriosis was classified based on lesion sites:peritoneum, ovary, and tube.3 This scoring systemwas later revised; the revised scoring system

included addition of number and size of endo-metriosis implant in peritoneum and ovarium,ovarium and fallopian tube attachment, as well asthe extent of attachment and obliteration ofDouglas cavity. This revised scoring systemwas renamed into r-AFS. Numerous studies2,4-7suggested that the application of r-AFS was in-efficient in predicting pregnancy rate. In addition,different pregnancy rates between groups wereobserved.In 2010, Adamson created a simple, validatedclinical tool that predicted pregnancy rates in pa-tients with surgically documented endometriosis

Abstract

Objective: To externally validate EFI in an Indonesian population.
Methods: A prospective study was performed in 59 reproductiveaged women diagnosed with both endometriosis and infertility whounderwent laparoscopic surgery in Dr. Cipto Mangunkusumo andCarolus Hospital during the period of December 2012 to June 2016.Subjects were followed up for two years.
Results: Statistical analyses suggested that younger age, infertilityduration  3 years, higher LF score, and AFS score below 71 weresignificantly associated with pregnancy (p<0.001, p<0.001, p=0.035,p<0.001, respectively). Pregnant subjects had significantly highermedian EFI score compared to the not pregnant group [EFI score 7(5-9) vs 4 (1-8), p<0.001)].
Conclusion: Higher EFI score was significantly associated withhigher pregnancy rate.[Indones J Obstet Gynecol 2017; 5-3: 160-163]
Keywords: endometriosis, fertility, index, infertility, laparoscopy,pregnancy

Abstrak

Tujuan: Untuk memvalidasi eksternal penggunaan EFI di Indo-nesia.
Metode: Studi prospektif ini dilakukan pada 59 perempuan usiareprodruktif yang terdiagnosa dengan endometriosis dan infertilitasyang menjalani operasi laparoskopi di Rumah Sakit Umum PusatRujukan Nasional Dr. Cipto Mangunkusumo dan Rumah Sakit Caroluspada periode Desember 2012-Juni 2016. Subyek di follow-up selama 2tahun.
Hasil: Analisis statistik menunjukkan bahwa usia muda, durasiinfertilitas  3 tahun, skor least function (LF) yang tinggi, dan skorAmerican Fertility Society (AFS) < 71 memiliki hubungan yang signifi-kan dengan kehamilan (p<0,001; p<0,001; p=0,035; p<0,001). Subyekyang menjadi hamil selama periode follow up memiliki median skorEFI yang lebih tinggi dibandingkan dengan subyek yang tidak hamil[skor EFI 7 (5-9) vs 4 (1-8), p<0,001)].
Kesimpulan: Skor EFI yang lebih tinggi berkaitan secara signifikandengan tingkat kehamilan yang lebih tinggi.[Maj Obstet Ginekol Indones 2017; 5-3: 160-163]
Kata kunci: endometriosis, fertilitas, indeks, infertilitas, kehamilan, la-paroskopi
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who attempted non-IVF conception.8 This study isaimed to externally validate EFI in an Indonesiapopulation. METHODSA prospective study design was used. This studywas conducted at Dr. Cipto Mangunkusumo andCarolus Hospital during the period betweenDecember 2012 and June 2016.A total of 59 reproductive aged (range: 20-40years old) women diagnosed with both endome-triosis and infertility who underwent laparoscopicsurgery were included in this study. The exclusioncriteria were having partners with sperm disorders(according to the standard of 2010 World HealthOrganization Criteria For Semen) and sex fre-quency less than twice a week.The subjects were followed up for two years.During the observational period, we contacted thesubjects periodically to find out the pregnancystatus. Subjects who became pregnant were furtherre-evaluated to determine the date of the first dayof the last menstrual period.Statistical analysis was made with the use ofSPSS 22 for Windows. Chi Square test and Fisherexact test were used for qualitative variables, whileStudent’s t-test, Kolmogorov-Smirnov test, andMann Whitney test were used for continuousvariables. RESULTS
Participation of the subjectsFrom December 2012 to June 2016, 59 subjectswere included. Eight were lost to follow up. Themean age of the subjects was 34.2  5.0 years old.Twenty (39.2%) subjects were recruited from Dr.

Cipto Mangunkusumo Hospital, while 31 (60.8%)subjects were recruited from Carolus Hospital.
PregnancyFrom December 2012 to June 2016, 18 (35.3%)subjects became pregnant. One (2%) patientreceiving IVF treatment reported successfulpregnancy. The distribution of EFI score andpregnancy rate is presented in Table 1.
Table 1. EFI Score and Pregnancy Rate during the Two-Year Observational Period (n=51)
EFI score Total

subjects (n)
Pregnant
subjects (n)

Pregnancy
rate (%)0-3 16 0 / 16 04 11 0 / 11 05 4 2 / 4 50.06 4 1 / 4 25.07 - 8 14 13 / 14 92.99 - 10 2 2 / 2 100

Demographic characteristics of the
subjects and their pregnancy statusDemographic characteristic of the subject is pre-sented in Table 2. Statistical analyses suggestedthat younger age, infertility duration  3 years,higher LF score, and AFS score below 71 weresignificantly associated with pregnancy (p<0.001,p<0.001, p=0.035, p<0.001, respectively). Relation-ship between the characteristic of the subjects inEFI score and their pregnancy status is presentedin Table 3. Pregnant subjects had significantlyhigher median EFI score compared to the notpregnant group [EFI score 7 (5-9) vs 4 (1-8),p<0.001)].

Table 2. Demographic Characteristics of the Subjects
Characteristics Pregnant N=18 Not Pregnant N= 33 All Patients N=51 pAge (years) 30.9  3.4 36.0  4.8 34.2  5.0 <0.001aInfertility Duration (years) 2.0 (1.0-5.0) 4.0 (1.0-13.0) 4.0 (1.0-13.0) <0.001bHospitalDr. Cipto Mangunkusumo (%) 6 (33.3) 14 (42.4) 20 (39.0) 0.52cCarolus (%) 12 (66.7) 19 (57.6) 31 (61.0)a= t-test; b=Mann-Whitney; c= chi-square
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DISCUSSIONIn this study, 83.3% subjects who reported suc-cessful pregnancy had EFI score  7. Adamson andPasta8 suggested that subjects with EFI score  6had pregnancy rate of  50% during the first 24months. Boujenah et al9 suggested a validation onFrench population and the results were in line withthe study conducted by Adamson and Pasta.5Macer and Taylor10 concluded that mechanicaldisorders including pelvic adhesion may lead topelvic anatomy distortion and decreased fecundity.Other factors including inflammatory cytokine,angiogenic and growth factors, and genetic alsoaffect fertility in endometriotic patients. Adamsonand Pasta8 suggested that LF score had greatimportance in predicting pregnancy rate. Toma-setti et al11 suggested that the end-of-surgery LFscore was the most important contributor to theEFI score. No subjects with low LF score (0-3)reported successful pregnancy in this study.

In this study, we found that one patient wassuccessfully pregnant by IVF method. Wang et al12found that EFI could predict pregnancy rate inpatients with endometriosis who attempted IVFconception.In conclusion, we found that higher EFI scoreis significantly associated with pregnancy rate.Further studies are required to determine theprediction value of EFI score to cover largersubjects with endometriosis in Indonesia.
CONCLUSIONThe pregnancy rate of infertile subjects with endo-metriosis during the first two years after lapa-roscopic surgery was 35.3%. Higher EFI scorewas significantly associated with higher pregnancyrate. Further studies are required to analyze thesurvival rate of pregnant subjects based on EFIscore.

Table 3. Relationship between the Characteristic of the Subjects in EFI Score and their Pregnancy Status
Characteristics

Pregnant Not Pregnant p
b % n %Age (%)

 35 years old 16 51.6 15 48.4 0.025a36-39 years old 2 14.3 12 85.7
 40 years old 0 0 6 100Infertility duration (%)
 3 years 16 66.7 8 33.3 <0,001b> 3 years 2 7.4 25 92.6Previous pregnancy (%)Primary infertility 17 37.0 29 63.0 0.64cSecondary fertility 1 20.0 4 80.0Least function (LF) score (%)High (7-8) 3 75.0 1 25.0 0.035aModerate (4-6) 15 45.5 18 54.5Low (1-3) 0 0 14 100Endometriosis AFS score (%)< 16 4 44.4 5 55.6 0.70c
 16 14 33.3 28 66.7AFS total score (%)< 71 16 59.3 11 40.7 <0.001b
 71 2 8.3 22 91.7a=Kolmogorov-Smirnov; b=Chi-Square; c= Fisher-exact
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Changes  in Quality of Life Score of Patients with Pelvic Organ Prolapse
after Vaginal Surgery Measured by Pelvic Floor Distress Inventory (PFDI

20) and Pelvic Floor Impact Questionnaire (PFIQ7) Questionnaires

Perubahan Skor Kualitas Hidup Pasien Prolaps Organ Panggul setelah Operasi Vagina
yang Diukur dengan Kuesioner Pelvic Floor Distress Inventory (PFDI20)

dan Pelvic Floor Impact Questionnaire (PFIQ7)

Surahman Hakim, Cut R MaharaniDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas IndonesiaDr. Cipto Mangunkusumo HospitalJakarta

INTRODUCTIONPelvic organ prolapse is a major concern in termsof women’s health in all ages.1,2 Pelvic organ pro-lapse is often associated with decreased quality oflife. It may cause a disruption in the bladder, gas-trointestinal and sexual dysfunction.2-5 Nowadays,life expectancy is increasing and the number of theelderly population has led to increased incidenceof pelvic organ prolapse.2 Loss of vaginal or uterinesupport in women presenting for a routine gyne-cologic examination can be found in up to 43-76%of patients, with 3-6% having descent beyond thehymen.3 The 2002 data from the Women’s Health

Initiative (WHI) revealed that 41% of women aged50-79 years had some symptoms of pelvic organprolapse. Surgeries performed for pelvic organprolapse increased from 1.5 to 4.9 cases per 1,000women per year.6Therapeutic approaches of pelvic organ prolapseconsist of conservative treatment and surgery.2,5,7-9Not only to reconstruct pelvis, the goal of therapyin patients with pelvic organ prolapse is also toeliminate complaints to restore the quality of lifeof the patient, thus the patient may perform activi-ties without any interference from the symptoms

Abstract

Objective: To determine changes in the quality of life in patientswith pelvic organ prolapse who had undergone vaginal surgery.
Methods: Prospective cohort study, carried out in Dr. CiptoMangunkusumo and Fatmawati during the period of July 2015 toOctober 2016. The quality of life of the subjects was followed upthree months after undergoing vaginal surgery. We used theIndonesian version of Pelvic Floor Distress Inventory (PFDI-20) andPelvic Floor Impact Questionnaire (PFIQ-7).
Results: In this study, 25 subjects were involved. The resultsshowed significant score reduction in the quality of life in patientstreated with vaginal surgery with p < 0.05 in almost all scales exceptCRAIQ-7.
Conclusion: There is a reduction in quality of life scores in pa-tients treated with vaginal surgery at all scales except CRAIQ-7with a value of p <0.05.[Indones J Obstet Gynecol 2017; 5-3: 164-167]
Keywords: PFDI-20, PFIQ-7, POP, vaginal surgery

Abstrak

Tujuan: Mengetahui perubahan skor kualitas hidup pasien POPpasca-tata laksana pembedahan vagina.
Metode: Desain studi kohort prospektif, dilakukan di Rumah SakitUmum Pusat Rujukan Cipto (RSCM) dan Rumah Sakit Fatmawati(RSF) periode Juli 2015 hingga Oktober 2016. Subjek dilakukan follow-up penilaian kualitas hidup sebelum dan sesudah terapi bulan ketigadengan menggunakan kuesioner PFDI-20 dan PFIQ-7 versi Indonesia.
Hasil: Pada penelitian ini didapatkan 25 sampel penelitian dantidak ada yang di drop out. Hasil penelitian menunjukkan pasienyang diterapi dengan pembedahan vagina juga terdapat pengu-rangan skoring kualitas hidup yang bermakna dengan nilai p<0,05pada hampir semua skala penilaian kecuali CRAIQ-7.
Kesimpulan: Terdapat pengurangan skor kualitas hidup pasien yangditerapi pembedahan vagina pada semua skala kecuali CRAIQ-7dengan nilai p<0,05.[Maj Obstet Ginekol Indones 2017; 5-3: 164-167]
Kata kunci: pembedahan vagina, PFDI-20, PFIQ-7, POP
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of prolapse.7 Selection of surgical or conservativetherapy was based on patient’s choice (whether toundergo surgery or not), health condition, age, se-verity of symptoms, risk for disease recurrence,and the desire to have children and the return ofsexual function.5Several studies have reported success in re-ducing the symptoms of vaginal surgery in pelvicorgan prolapse in both voiding symptoms andsymptoms of prolapse and colorectal. Pelvic FloorDistress Inventory Short Forms 20 (PFDI-20) andPelvic Floor Impact Questionnaire Short Forms-7(PFIQ-7) questionnaires have been used to assessthe quality of life of patients with pelvic organprolapse as has been clearly reliable and its validityand has been proven to show good response inpatient with pelvic organ prolapse.10-12 The use ofPelvic Floor Distress Inventory-Short Forms 20(PFDI-20) and Pelvic Floor Impact QuestionnaireShort Forms-7 (PFIQ-7) has never been tested inIndonesia and has not been assessed for validityand reliability in Indonesia.Several studies have shown that vaginal surgeryis effective for improving the quality of life ofpatients with pelvic organ prolapse. We would liketo evaluate the change in quality of life scorespatients with pelvic organ prolapse treated withvaginal surgery at Dr. Cipto Mangukusumo andFatmawati Hospital using Pelvic Floor DistressInventory (PFDI-20) and Pelvic Floor ImpactQuestionnaire (PFIQ-7).
METHODSWe used prospective study design. This study wasconducted in Urogynecology, Obstetrics andGynecology outpatient clinics of Dr. CiptoMangunkusumo and Fatmawati Hospital duringthe period of July 2015 to October 2016. Subjectswere patients diagnosed with pelvic organprolapse who underwent vaginal surgery. Qualityof life before and after treatment (third month)were followed up by giving a questionnaire PFDI-20 and PFIQ-7 at the Urogynecology, Obstetricsand Gynecology outpatient clinics at RSCM andRSF.The inclusion criteria were all patientsdiagnosed with pelvic organ prolapse and vaginalsurgery and are willing to do assessment of thequality of life before and after treatment (thirdmonth) using a questionnaire PFDI-20 and

PFIQ-7, and the exclusion criteria were patientswhose questionnaire data were incomplete andsubjects who did not understand Indonesian well.Data were analyzed using SPSS 20 for Windows.Paired T-test and Wilcoxon test were used toanalyze numerical variables. 
RESULTSThis research was conducted from July 2015 untilOctober 2016. None of the subjects were droppedout. The subjects were obtained at the GeneralHospital of the National Center Dr. Cipto Mangun-kusumo (RSCM) and Fatmawati Hospital Center(RSF) as many as 25 patients. The pattern ofdemographic and clinical characteristics of patientswere seen based on age, parity, body mass index,education, employment, menopausal status and thedegree of pelvic organ prolapse. Data patterns ofdemographic and clinical characteristics of patientswith pelvic organ prolapse can be seen in Table 1.

Table 1. Demographics and Clinical Characteristics ofPOP Patients
Characteristics Vaginal surgery (n=25)Age 58.23  9.97Parity 1.68  0.78Body Mass Index 25.03  4.85

EducationElementary school 4 (16%)Middle school 3 (12%)High school 11 (44%)D3 7 (28%)
OccupationHousewife 22 (88%)Employee 1 (4%)Civil servant 2 (8%)
Menopausal statusPost-menopause 19 (76%)Pre-menopause 6 (24%)
POP DegreeStage 2 7 (28 %)Stage 3 11 (44%)Stage 4 7 (28 %)

A total of 25 subjects were included in thisstudy. Data were obtained for changes in quality oflife scores POP patients after the treatment of
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vaginal surgery using questionnaires PFDI-20 andPFIQ-7 are shown in Table 2. Before processing thedata, we performed normality test on each datasubset using the Shapiro-Wilk test. The normaldata is data in which the value of p> 0.05. Fromthe data, after having tested for the value of thenormality, normal data distribution is found inUDI-6, POPIQ-7 and PFIQ-7 scores prior to therapywhile others are not normal. Data with normaldistribution would be tested using paired T-test,while data with non-normal distribution would tobe tested with Wilcoxon test. Data with normaldistribution are presented in the form of mean SD, while data with non-normal distribution arepresented (minimum-maximum).
DISCUSSIONPelvic organ prolapse is a major concern inwomen’s health issues at all ages. Pelvic organ pro-lapse is often associated with decreased quality oflife, and it may cause a disruption in the bladder,gastrointestinal and sexual dysfunction. The re-search we performed aimed to see the changes andcomparison of the quality of life of patients beforeand after therapy with the use of questionnairesPelvic Floor Distress Inventory Short Forms 20(PFDI-20) and Pelvic Floor Impact QuestionnaireShort Forms-7 (PFIQ-7) in patients with organprolapse pelvic in Indonesia (Dr. Cipto Mangun-kusumo Hospital and General Hospital Fatmawati).This study analyzed 25 patients with pelvic organprolapse who underwent vaginal surgery.In this study, we discovered significant changesin scores after treatment. After further analysis, wefound significant changes except for the colorectalsymptoms (CRAIQ-7) with a p-value of 0.317.

Other symptoms showed a value of p <0.05. In ourstudy, after 3 months we found significant changesof quality of life scores in patients studied, therewere 3 patients who complained of POPDI-6symptoms (a complaint on the heaviness or a dullpain in the area of the pelvic and complaints ofnot finished/complete durination), 1 patient whostill complained of CRADI-8 symptoms (a com-plaint of straining to defecate, uncontrollable flatusfrom the rectum), 1 patient complained of POPIQ-7symptoms (a complaint of mass against the abili-ty of vehicle travel for more than 30 minutes), 4patients still complained of UIQ-7 symptoms (acomplaint of voiding symptoms compared to theability to do housework, the ability to performphysical activity and the ability of vehicle travelmore than 30 minutes), and 7 patients complainedof UDI-6 symptoms (a complaint of frequent urina-tion, leaking urine when there was a strong urgefor urination, urine leakage when coughing,sneezing or laughing, dripping urine leakage,difficulty urinating), however, the overall scoreswere much reduced compared to the preoperativescores.This study was in line with several studiesconducted before. Barber et al in 2006 assessedthe quality of life of 64 patients who underwentvaginal surgery by using full version PDFI. Thestudy found improved quality of life to aftertreatment regarding POP complaints (POPDI),complaints of micturition (UDI), colorectalcomplaints (CRADI) on the PFDI questionnaireand complaints of prolapse in POPIQ, urinarycomplaints in UIQ all showing the value of p<0.0001; whereas colorectal complaints in CRAIQwere not found to have significant changes despiteclinical improvement.9
Table 2. Changes of Quality of Life Scores in POP Patients after Vaginal Surgery Procedure
Questionnaire Prior to therapy After therapy Quality of Life Changes p

PFDI20 56.25 (20.83-133.68) 0.33 (0-8.7) 55.56 (20.83-132.68) 0.000UDI-6 37.16  22.72 0 (0-33.33) 7.44  4.79 0.000POPDI-6 41.67 (12.5-100) 0 (0-29.17) 9.6  4.89 0.000CRADI-8 0 (0-25) 0 (0-9.38) 0 (3-8) 0.006
PFIQ7 50.81  19.31 0 (0-42.81) 47.82  21.95 0.000UIQ-7 28.84 (0-66.6) 0 (0-42.81) 5 (2 - 14) 0.001CRAIQ-7 0 (0 - 23.8) 0 (0) 0 (0 - 23.8) 0.317POPIQ-7 40.72  18.32 0 (0-42.81) 38.43  20.82 0.000
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Research conducted by Doaee et al whichreviewed and carried out a meta-analysis on 11studies found that patients who underwent vaginalsurgery had good quality of life improvement aftertreatment. In this study, change in scores obtainedon the PFDI-20 questionnaire was 74.03 (66.36 to81.69) while the change in PFIQ-7 questionnairewas 44.57 (22.53 to 88.65).13Research conducted by Tamang et al in Nepalon 322 women found changes in the quality of lifeto be improved after vaginal surgery on every scaleof PFDI-20 and PFIQ-7 with a p-value <0.001 forurinary, gastrointestinal and prolapse symptoms ineveryday activities, social relationships andemotions. In their study, they carried out a re-examination in 9 to 11 months postoperatively.The majority of their patients were housewives,and the median of age was 48.9 years old whenthey underwent vaginal surgery.14Kaplan et al found that in 103 women withprolapse, there were good post-repair procedureimprovements in six months on all the scale onPFDI-20 and PFIQ-7 with p<0.001, except forCRAIQ-7 symptoms (p = 0.016).In all four studies, further symptoms that werestill affecting the patients post-procedure were notexplained. There are significant changes in thequality of life scores after vaginal surgery therapyin our study, which are in line with previousstudies.From this research we can conclude that thereis a significant reduction in the quality of life scoredof patients after the treatment of POP with vaginalsurgery on any scale of PDFI-20 and PFIQ-7 ques-tionnaires with a preoperative PFDI-20 score of56.25 (20.83 to 133.68 ) and after therapy score of0.33 (0 to 8.7) and with preoperative PFIQ-7 scoreof 50.81  19.31 and after therapy of 0 (0 to 42.81)a side for colorectal complaints based on the scaleof CRAIQ-7 (p = 0.317). Further research should beconducted to assess the quality of life of patientswith pelvic floor dysfunction in Indonesia usingthese questionnaires.
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Prevalence and Characteristics of Pelvic Floor Dysfunction  in
a Tertiary Care Center  in Indonesia

Prevalensi dan Karakteristik Disfungsi Organ Panggul di
Pusat Pelayanan Kesehatan Tersier di Indonesia

Budi I Santoso, Nur R FauziahDepartment of Obstetrics and GynecologyFaculty of Medicine, Universitas Indonesia/Dr. Cipto Mangunkusumo HospitalJakarta

INTRODUCTIONPelvic floor dysfunction (PFD) affects daily activi-ties and decreases quality of life. The increasingprevalence of PFD corresponds to the enhance-ment of population growth, influencing the numberof elderly worldwide. Greater participation of olderwomen in the society is an important factor for im-proving quality of life.1 Pelvic floor dysfunctioncontributes to material loss for the country, espe-cially in the health care system.

According to the National Health and NutritionalExamination Survey (NHANES) in USA, the preva-lence of PFD was 23.7% in 2008.2 Meanwhile, Wu,et al.3 found an increased prevalence into 25% in2014. PFD was found higher in older populationand tended to relapse.4 Several risk factors foundrelated to PFD were female, age, parity, and instru-mental delivery.5PFD consists of pelvic organ prolapse (POP),urinary incontinence (UI), and fecal incontinence

Abstract

Objective: To determine the prevalence and characteristics of pelvicfloor dysfunction (PFD) in Jakarta, Indonesia.
Methods: A cross sectional study was conducted at gynecology,endocrinology, and urogynecology clinic of Dr. Cipto Mangun-kusumo Hospital during the period from January 2016 to April 2016.Subjects were selected using consecutive sampling. Data were takenusing research and POP-Q form.
Results: A total of 197 subjects were recruited. The prevalence ofpatients with PFD was 33%. The prevalence of POP, UI, and FI were26.4%, 15.3% and 2.5%; respectively. Association betweenindividual characteristics and PFD was found on women aged  60and aged 40-59 years old with 69 and 14 times probability to bePFD. The probability of developing PFD was 76 and 14.2 times inmultiparity and primiparity. Woman with vaginal delivery had achange to develop PFD 1.9 times and postmenopausal woman had aprobability 18 times. The infuencing risk factor in PFD were ageparity, race, mode of delivery, and menopausal status.
Conclusion: Pelvic floor dysfunction affects a substantial ofwomen and increases with age, parity and aging.[Indones J Obstet Gynecol 2017; 5-3: 168-172]
Keywords: fecal incontinence, pelvic floor dysfunction, pelvic organprolapse, urinary incontinence

Abstrak

Tujuan: Untuk mengetahui prevalensi serta karakteristik yangberhubungan dengan DDP di Jakarta.
Metode: Penelitian ini merupakan suatu studi potong lintang, dipilihsecara konsekutif, berlangsung pada bulan Januari-April 2016 dipoliklinik rawat jalan ginekologi, uroginekologi dan endokrinologiRSCM. Data diambil menggunakan form penelitian serta dilakukanpemeriksaan dasar panggul menggunakan formulir POP-Q.
Hasil: Dari total 197 subjek, prevalensi pasien DDP di poliklinikrawat jalan RSUP Dr. Cipto Mangunkusumo didapatkan sebesar33%. Prevalensi masing-masing kasus POP, IU dan IF adalah 26,4%;15,3% serta 2,5%. Dilakukan penilaian hubungan antara masing-masing karakteristik dengan kejadian DDP didapatkan kelompokusia  60 tahun dan 40-59 tahun sebanyak 69 kali dan 14 kali; seba-nyak 76 kali pada kelompok multiparitas dan 14,2 kali pada primi-paritas. Kelompok perempuan dengan persalinan pervaginam mem-punyai risiko 1,9 kali. Kelompok postmenopause mempunyai risikosebesar 18 kali. Faktor risiko yang berhubungan dengan kejadian DDPadalah usia, paritas, suku, cara persalinan dan status menopause.
Kesimpulan: Disfungsi dasar panggul mempunyai pengaruh cukupbesar terhadap perempuan dan meningkat sejalan dengan usia, pari-tas serta penuaan.[Maj Obstet Ginekol Indones 2017; 5-3: 168-172]
Kata kunci: disfungsi dasar panggul, inkontinensia fekal, inkontinen-sia urin, prolaps organ panggul
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(FI).6 POP is the most common condition in elderwomen and the incidence reached 39.8%. Severalrisk factors contributing to this condition includeage above 70 years old, having given birth morethan three times, and menopause.7 For the UI, theprevalence ranged from 9.9% to 45%. Multiplevaginal deliveries, multiparity, menopause, obesity,and previous history of hysterectomy increase therisk of developing UI.8,9 FI is defined as the inabilityto control bowel movements, making the stools toleak unexpectedly from the rectum.10 Advancagedage, obesity, educational background, UI, multi-parity, menopause, previous history of POPsurgery, previous history of hysterectomy, urgency,diarrhea, constipation increase the risk ofdeveloping FI.11 This study was aimed to deter-mine the prevalence and characteristics of PFD.METHODSThis was a cross sectional study. Data wereobtained by recruiting the PFD cases directlythrough consecutive sampling at the Women’sHealth Clinic of Dr. Cipto Mangunkusumo Hospital(RSCM) including gynecology, urogynecology, andendocrinology clinic during the period fromJanuary to April 2016. Subjects were womendiagnosed with PFD who went to the Women’sHealth Clinic. Oncologic patients were excludedfrom this study.PFD is defined as the weak of pelvic floor causedby the weakening of muscle fucntion and pelvicfloor fascia. It includes POP, UI, FI. POP is defined

as a condition when a pelvic organ such as bladder(cystocele), uterine (uterine prolapse), vagina(vaginal prolapse), or rectum (rectocele) dropsfrom its normal place to lower abdomen andpushes against the wall of vagina. PFD was diag-nosed using Pelvic Organ Prolapse QuantificationSystem (POP-Q) continued with physical examina-tion. We classified the subjects’ BMI according tothe WHO classifications. The classification is asfollows: underweight (BMI < 18.5 kg/m2), normalweight (BMI 18.5-24.9 kg/m2), overweight (BMI25.29.9 kg/m2) and obese (BMI  30 kg/m2).Categorical variables were analyzed using theChi-Square test or Fisher’s exact test. The linearityof continuous variables were analyzed usinglogistic regression. All statistical analyses wereperformed using SPSS 21 for Windows.
RESULTSDuring the period between January and April 2016,a total of 197 patients were recruited. The detaileddistribution consisted of 52 cases (26.4%) diag-nosed POP, 30 cases (15.3%) diagnosed with UI,and 5 cases (2.5%) diagnosed with FI. Table 1showed the characteristics of subjects in this study.The majority of the subjects were less than 40years old (54.3%), Javanese (35.0%), had BMI lessthan 24.99 kg/m2 (60.4%), had previous history ofvaginal delivery (45.2%), had never undergonehysterectomy (93.9%), and had reached meno-pause (78.2%).

Table 1. Characteristics of the Subjects
Characteristics N %Age (years old) .1 .2 .3

 60 .4   22    11.240-59 .5   68    34.5<40 .6    107    54.3Ethnic 1.6.7 .8 .9Batak  1.6.10   29    14.7Betawi  1.6.11   20    10.2Javanese  1.6.12   69    35.0Padang  1.6.13   13     6.6Sundanese  1.6.14   37    18.8Chinese  1.6.15    9     4.6Others  1.6.16   20    10.2
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Bivariate analysis of several risk factors thatwere considered to have impact on the occurrenceof PFD are presented in Table 2. Age above 60years old (p<0.001, OR 68.96, 95% CI 17.08-278.53) and multiparity (p<0.001, OR 76.18; 95%CI 17.42-333.21) were the two strongest risk
factors that contributed to the occurrence of PFD.Logistic regression analysis suggested that ageabove 60 years old had the strongest impact on theoccurrence of PFD (p=0.038; OR 8.30; 95% CI 1.13-61.14).

Characteristics N %Parity .17 .18  .19Multiparous .20   82    41.6Primiparous .21   34    17.3Nulliparous .22   81    41.1Body Mass Index (BMI) (kg/m2) .23  .24
30 (Obese) .25   23    11.725-29.99 (Overweight) .26   55    27.9
24.99 (Under/normoweight)   119    60.4Mode of delivery .27 .28  .29Vaginal .30   89    45.2Cesarean section .31   16     8.1Vaginal and cesarean delivery   11     5.6Heaviest birth weight
3325 grams .32   55    27.9<3325 grams .33   61    31.1Hysterectomy history .34  .35Yes .36   12     6.1No .37   185    93.9Menopausal status .38  .39Postmenopause 1.6.40   154    78.2Premenopause   43    21.8Weight lifting habitYes .41   57    28.9No .42   140    71.1.43

Table 2. Bivariate Analysis between the Risk Factors and the Occurrence of Pelvic Floor Dysfunction (PFD)
Characteristics PFD (+) N (%) PFD () N (%) p value OR (95% CI)

Age (years old)

 60 19 (86.4) 3 (13.6) <0.001+ 68.96 (17.08-278.53)40-59 37 (54.4) 31 (45.6) 13.00 (5.65-29.89)<40 9 (8.4) 98 (91.6) Reference
TribeBatak 13 (44.8) 16 (55.2) 0.142+ 1.81 (0.81-4.04)Others 52 (31.0) 116 (69.0)
ParityMultiparous 54 (65.9) 28 (34.1) <0.001+ 76.18 (17.42-333.21)Primiparous 9 (26.5) 25 (73.5) 14.22 (2.88-70.21)Nulliparous 2 (2.5) 79 (97.5) Reference
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DISCUSSIONIn this study, the prevalence of PFD was 33%.The reported prevalence of PFD in the worldvaries, in United States 23.7% in 2008 and 67.5%reported in Turkey.2,12 The number of patientsseeking medications for PFD is low. One possibleexplanation is that patients with PFD are oftenembarrassed, making them rarely seek treatment.The prevalence of POP reported varied fromcountry to country. Nygaard found that the preva-lence of POP in United States was 2.9%, while theof POP in Netherland was 12.1%.2,13 The preva-lence of POP in this study was greater than otherstudies. Dr. Cipto Mangunkusumo Hospital is atertiary care center, and urogynecologist arelimited to tertiary hospitals. Thus, patients withPOP are often referred to this hospital.The prevalence of UI in Dr. Cipto Mangun-kusumo was 15.3%. Of this prevalence, 7.1% hadstress urinary incontinence (SUI), 4.6% had urgeurinary incontinence (UUI) and 3.6% had mixedurinary incontinence (MUI). This result was similarto other study conducted in United States which

found that the prevalence of UI was 15.7%.2 Thehighest prevalence was found in women aged70-74 years old, which was amounted to 51.9%.This study mentioned that the number of womenseeking medical help regarding IU was low despitefrequent symptoms and disrupted daily activities.This might be due to lack of knowledge regardingcondition suffered. They often think that UI is anormal condition that occurs as a part of aging orpostpartum process. There is also a belief that nointervention could be done to cure symptom.5The prevalence of IF in this study was 2.5%. Inother study, the prevalence of IF cases wasbetween 3.5% and 9%.5,14 The low prevalencemight be due to embarassment to seek treatmentand lack of knowledge regarding IF.Previous studies revealed age, vaginal delivery,and obesity as risk factors for PFD, along withgenetic predisposition contributing to thedevelopment of PFD in some women.14 Kepenekci,et al.12 reported age as a risk factor related to theincidence of PFD. Vaginal delivery and high paritywere known to increase both urinary anddefecation issues related to PFD.12

Characteristics PFD (+) N (%) PFD () N (%) p value OR (95% CI)

Body Mass Index (BMI) (kg/m2)

30 10 (43.5) 13 (56.5) 0.347+ 1.85 (0.74-4.60)25-29.99 20 (36.4) 35 (63.6) 1.37 (0.70-2.70)
24.99 35 (29.4) 84 (70.6) Reference
Mode of deliveryVaginal 55 (61.8) 34 (38.2) 0.004+ 1.94 (0.55-6.85)Cesarean section 3 (18.8) 13 (81.2) 0.23 (0.05-1.56)Vaginal and cesarean section 5 (45.5) 6 (54.5) Reference
Largest birth weight

3325 grams 34 (61.8) 21 (38.2) 0.123+ 1.79 (0.85-3.75)<3325 grams 29 (47.5) 32 (52.5)
Hysterectomy historyYes 7 (58.3) 5 (41.7) 0.064* 3.07 (0.93-10.07)No 58 (31.4) 127 (68.6)
Menopausal statusPostmenopause 35 (81.4) 8 (18.6) <0.001+ 18.08 (7.61-42.97)Premenopause 30 (19.5) 124 (80.5)
Weight lifting habitYes 24 (42.1) 33 (57.9) 0.083+ 1.76 (0.93-3.33)No 41 (29.3) 99 (70.7)+Chi-square test, * Fischer-exact test, PFD: Pelvic floor dysfunction
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According to multivariate analysis, the mostcontributing risk factor to the incidence of PFD wasage, followed with parity, ethnicity, mode ofdelivery, and menopausal status. Gradual denerva-tion of smooth muscles on the pelvic floor in theaging process also contributes to the weakening ofsmooth muscle. Muscle denervation increases withprolonged active phase in vaginal deliveries. Agealso contributes to degradation of nerves in ac-cordance with prior degradation of muscle fibersactivity. There is a decrease of the components infascia including collagen, elastin, and smoothmuscle in connective tissue matrix.15 Ethnicity isproven as a weak risk factor contributing toincidence of PFD, as there are anatomical andfunctional variations of pelvic floor acrossethnicities resulting in difference of risk betweeneach ethnic group.16
CONCLUSIONThe prevalence of PFD in this study is 33%.Age above 60 years and multiparity are the twostrongest risk factors contributing to the occur-rence of PFD. Further studies with larger samplesizes are needed in order to obtain more preciseresults regarding the prevalence and characteris-tics of patients with PFD.
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Sensitivity and Specificity of the SelfAdministered HPV Testing  in Detecting
Precancerous Conditions of the Cervix and Cervical Cancer

Sensitivitas dan Spesifisitas Pemeriksaan Mandiri dalam
Mendeteksi Lesi Prakanker dan Kanker Serviks

Erny M Nyngsi, Syahrul Rauf, Eddy MoeljonoDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Hasanuddin/Dr. Wahidin Sudirohusodo HospitalMakassar

INTRODUCTIONCervical cancer is the third largest cancer in theworld, and fortunately, it is the only cancer thatcould be detected early. Thus, we can prevent thiscancer from progressing. It is the third mostfrequent type of cancer and declared as the fourthmost common cause of deaths from cancer inwomen world wide. In 2008, it is estimated thatapproximately 530,232 women were diagnosedwith cancer, and 275,008 of them died.1 Themajority of cervical cancers (85%) occur indeveloping countries, including Indonesia. The

prevalence of women with cervical cancer inIndonesia is quite high. Every day, 40-45 new casesare identified, with the number of deaths reached20-25 people. In addition, the number of womenat the highest risk states is 48 million people.2 TheDepartment of Health in South Sulawesi reportedthat the highest incidence of breast cancer andcervical cancer patients were observed inMakassar, Gowa, Wajo, Bone and Luwu Utara.In 2009, 97 cases of cervical cancer were detectedin hospitals and 177 in primary health care centersin South Sulawesi.

Abstract

Objective: To determine the sensitivity and specificity of self-administered Human Papilloma virus (HPV) test in detectingpre-cancerous lesions and high degree cervical cancer.
Methods: A case control study design was used in this study. Thisstudy was conducted at Dr. Wahidin Sudirohusodo Hospital and itsaffiliate hospitals during the period of October 2014 to May 2015.Measurement data using HPV self test grant from the Dutch SchoolNetherlands, Evalyn Brush. Collecting data used questionnairesbefore and after doing HPV self test. Laboratory tests are carried outin Kalbe Genomic using HPV Genotyping capable detect 35 types ofthe HPV virus.
Results: A total of 101 subjects were involved in this study. Thesubjects were divided into two groups, the case and the controls(n = 50/51). Level of sensitivity and specificity were obtained forHPV self test (56% vs 98%). The level of acceptance of new testsby 62.37% (63 out of 101 respondents) of them admitted that thenew test is simple / easy enough to do. The acuracy rate of diag-nostic test of this examination is 79%.
Conclusion: Self-administered HPV test could be used as an alter-native or primary screening for cervical cancer.[Indones J Obstet Gynecol 2017; 5-3: 173-179]
Keywords: HPV, self, specificity, the sensitivity

Abstrak

Tujuan: Mengetahui nilai sensitivitas dan spesifisitas pemerik-saan mandiri human papilloma virus (HPV) dalam mendeteksilesi pre kanker derajat tinggi dan kanker serviks.
Metode: Merupakan penelitian analitik case control, single center diRS Dr. Wahidin Sudirohusodo dan Afiliasinya pada bulan Oktober2014-Mei 2015. Pengumpulan data menggunakan kuesioner sebelumdan setelah melakukan pemeriksaan HPV mandiri. Pemeriksaan labo-ratorium dilakukan di Kalbe Genomic dengan menggunakan caraHPV Genotyping yang mampu mendeteksi 35 tipe virus HPV.
Hasil: Penelitian menunjukkan keseluruhan responden berjumlah101 orang, terbagi menjadi kelompok sakit dan sehat (n=50/51).Tingkat sensitivitas dan spesifisitas yang didapatkan untuk HPVMandiri (56% vs 98%). Tingkat penerimaan pemeriksaan barusebesar 62,37% (63 dari 101 responden) di antaranya mengakuibahwa pemeriksaan baru ini mudah/cukup mudah untuk dilaku-kan. Tingkat akurasi uji diagnosis pemeriksaan ini didapatkansebesar 79%.
Kesimpulan: Pemeriksaan HPV mandiri dapat digunakan sebagaialat pemeriksaan alternatif atau skrining primer pada kanker serviks.[Maj Obstet Ginekol Indones 2017; 5-3: 173-179]
Kata kunci: HPV, mandiri, sensitivitas, spesifisitas
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Although cervical cancer is frequently found inwomen above 50 years, it is more often found inreproductive aged women in developing countries.In several countries where good screening pro-gram do not exist, cervical cancer patients oftencome lately with an advanced stage, and most ofthe patients can not be cured.3 HPV (Human Papi-llomavirus) infection of the cervix is an importantevent for the occurrence of cervical cancer. It isestimated that 50-80% of sexually active womenwill become infected with HPV in their lives. Theexistence of persistent HPV infection is one of thepredisposing factors of dysplasia and cervicalcancer. HPV 16 and 18 are the main causes of thiscancer and found in 70% of cases of cervical cancerin the world. The sequential plot from beinginfected with HPV to having cervical cancer takesa long time, which is approximately 10 to 20 years.However, HPV infection is often asymptomatic thatthe majority of the patients do not realize that theyare being infected. The infection they may progressto pre-cancerous stage, which is also frequentlyasymptomatic. It begin with the change of normalcells into pre-cancerous cells and then into cancercells (dysplasia).4Visual inspection with acetate (VIA) or withLugol’s iodine (VILI) is an alternative of thecytology and HPV laboratory tests. Theseexaminations use visual observation withoutmagnification to detect pre-cancerous lesions onthe cervical columnar squamous junction.According to various studies, both test had asensitivity of 55-85%, and the specificity for eachtest was 49-86% for VIA and 73-93% for VILI.These tests are suitable for developing countries,since both of these test do not require complexlaboratory equipments. Moreover, the time neededto train health workers to conduct these tests isrelatively short. This examination is used as aninitial screening method for cervical cancer due toits low cost. A cervical cancer prevention programnamed ’see and treat’, a one day sevice where awoman would undergo VIA or VILI test followedwith cryotherapy, has been proven to effectivelyreduce the incidence of high-grade precancerouslesions and cervical cancer in developingcountries.5Cytology is often constrained by the powerless-ness of sufficient infrastructure, especially indeveloping countries. Thus, there are only fewwomen who can get access to screening or initialtreatment programs. Alliance for Cervical Cancer

Prevention has seeked some alternatives such ascytology, VIA, and HPV DNA test.3The high level of sensitivity of HPV DNA testsmay lead to high negative predictive value, evenagainst the precursor of adenocarcinoma, which isoften not detected by cytology.6 HPV test has ahigher level of sensitivity in detecting high-gradeprecancerous lesions, and the positive predictivevalue is higher due to high incidence of cervicalcancer in developing countries. The effectivenessof cervical cancer screening programs can beincreased by using self-administered HPV test.Self-administered HPV test is globally acceptableand has been shown to increase patients’obedience and rate of screening coverage despiteexistence of overcoming sociocultural barriers indeveloping countries.7 This study is aimed todetermine the sensitivity and specificity of self-administered HPV test indetecting the high degreeprecancerous lesions and cervical cancer, as wellas the acceptance of self-administered HPV test onhigh degree precancerous lesions and cervicalcancer. We hope this test could an alternativescreening tool for detecting high degree pre-cancerous lesions and cervical cancer.
METHODSA case control study design was used. Sampleswere taken from October 2014 until May 2015 atseveral teaching hospitals where were connectedto Department of Obstetrics and Gynecology,Faculty of Medicine Universitas Hasanuddin,Makassar, such as RSUP Dr. Wahidin Sudiro-husodo and other network hospitals.Subjects were sexually active women aged 20-55 years who had undergone Pap smear tests atthe laboratory of Anatomic Pathology and severalteaching hospitals in Makassar. The inclusioncriteria were sexually women aged 20-55 years,sexually active, normal Pap smear results in thelast 3 months, the abnormal results of Pap smearand or biopsy in the last 3 months. While theexclusion criteria are recently menstruation within1 week, were using drugs in the form of ovules, arepregnant, have undergone radiation to the pelvicarea, had undergone surgical removal of theuterus. This study was approved by the EthicsCommittee for Biomedical Research In Humans atthe Faculty of Medicine Universitas Hasanuddin,Makassar.
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The data were collected by means of a question-naire. Subjects were asked to fill out a question-naire. They were accompanied by a research assis-tant. Subjects were asked regarding his willingnessto participate in the study. If they agreed to beparticipants, we would give them explanationsboth by verbal and written through leaflets aboutthe self-administered HPV test. After giving a briefexplanation and informed consent, we asked thesubjects to wash their hands and go to the cubicles.Subsequently, the subjects would perform the self-administerd HPV test. Specimens derived from thetests were incorporated into a sterile tubecontaining solution of 1 ml Phosphate BufferedSaline (PBS) and vortexed during 3x15 seconds.Consequently, 0.5ml of each sample was used forthe extraction of nucleic acids and the remainingwould be stored in a freezer at a freezing rate of-20° C. Extraction, detection and genotyping of HPVwere performed using MY09/11 PCRat the KalbeGenomic laboratory and conducted according tothe standard protocol. The assay was done by usingautomated DNA extraction, DNA amplificationusing PCR, and detection of high risk HPV geno-types (16, 18, 31, 33, 35, 39, 45, 51, 52, 53, 56, 58,59, 66, and 68) and low risk HPV genotypes (6, 11,

42, 43, 44, and 81). The entire negative results thatwere found rid of the presence of types of HPVabove at a level of 50 IU.8The total subjects in this study were 91 patients.Of these, 50 were categorized as abnormal, whilethe others were categorized as normal. Dataanalysis using SPSS 18, 2x2 tables can be used toassess the sensitivity and specificity of HPV Selftest and then we concluded the hypothesis testusing 2 times trial for the interpretation ofdiagnostic test results. P value < 0.05 wasconsidered significantly available.
RESULTSThe majority of the subjects were in the 40-49 agegroup, had graduated from high school, worked ashousewives, were multiparous, did not usecontraceptive methods, complained of vaginaldischarge, did not know about cancer screening.(Table 1). According to biopsy results, the majorityof the abnormal group had perform CIN II in theamount of 85.7%. In addition, based on pap smearresult, the majority of the normal group hasperform Follicular servisitis as many as 24respondents (100%).

Table 1. Characteristics of the Subjects
Characteristics Abnormal (n=50) Normal (n=51) TOTAL (n=101)

N % N % N %

Age (year)20-29 3 17.6 14 82.4 17 10030-39 15 45.5 18 54.5 33 10040-49 22 53.7 19 46.3 41 100> 50 10 100 0 0 10 100
Educational statusNo educational/primary 2 50.0 2 50.0 4 100Primary school graduates 2 33.3 4 66.7 6 100Junior high school graduates 6 46.2 7 53.8 13 100Senior high school graduates 20 40.0 30 60.0 50 100Scholars 20 71.4 8 28.6 28 100
OccupationCompany employees/civil servants 18 78.3 5 21.7 23 100Self employer 2 50.0 2 50.0 4 100Housewife 30 40.5 44 59.9 74 100
ParityNulliparous 9 75.0 3 25.0 12 100Multiparous 41 46.1 48 53.9 89 100
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Distribution of the Subjects63 subjects felt easy to perform self-administeredHPV test (60.3% in abnormal group and 39.7% ofnormal group). 92 subject did not experience anyproblems or symptoms during or following theself-administered HPV test (54.3% in abnormalgroup and 45.7% in normal), however, there were5 subject who experienced pain. One subject re-ported bleeding and 2 subejcts’ devices were putoff spontaneously. Approximately 89 subjects still

wanted to repeat self-administered HPV test dueto the ease of test (56% of abnormal group and44% of normal). 12 subjects did not want to repeatself-administered HPV test due to pain and no spe-cific reason (100% of the normal group). Therewere 63 subjects that liked the self-administeredHPV test ( 60.3% of abnormal group and 39.7% ofnormal), and there were 10 subjects prefer the Papsmear test (20% of abnormal group and 80% ofnormal).

Characteristics Abnormal (n=50) Normal (n=51) TOTAL (n=101)

N % N % N %

History of contraceptionNever use 31 53.4 27 46.6 58 100Condom 2 50.0 2 50.0 4 100Pil 6 60.0 4 40.0 10 100Injection 10 37.0 17 63.0 27 100IUD 0 0 1 100 1 100Tubectomy 1 100 0 0 1 100
SymptomsNo symptoms 0 0 24 100 24 100Vaginal discharge 26 56.5 20 43.5 46 100Abnormal bleeding 14 93.3 2 6.7 15 100Postcoital bleeding 9 75.0 3 25.0 12 100Lower abdominal pain 1 50.0 1 50.0 2 100Pruritus 0 0 2 100 2 100
Knowledge about ScreeningDo not know 43 53.8 37 46.2 80 100Conventional Pap Smear 7 33.3 14 66.7 21 100
Histopathological results

BiopsyCIN II 12 85.7 2 14.3 14 100CIN III 7 100 0 0 7 100Adenocarcinoma 8 100 0 0 8 100Squamous Cell Carcinoma 23 1000 0 0 23 100
Pap SmearNormal 0 0 10 100 10 100Follicular cervicitis 0 0 24 100 24 100Bacterial Vaginosis 0 0 1 100 1 100Candidiasis 0 0 6 100 6 100Gardanella infection 0 0 7 100 7 100
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Table 2. Distribution of Subject Regarding Self-administered HPV Test Acceptability Based On Patients’ Characteristic.
Subjects’acceptability of the self

administered HPV test
Easy (n=63) Difficult (n=38) TOTAL (n=101)

N % N % N %

Age (years)20-29 7 41.2 10 58.8 17 10030-39 22 66.7 11 33.3 33 10040-49 27 65.9 14 34.1 41 100> 50 7 70.0 3 30.0 10 100
Educational statusNo educational/primary 0 0 4 100 4 100Primary school graduates 2 33.3 4 66.7 6 100Junior high school graduates 11 84.6 2 15.4 13 100Senior high school graduates 32 64.0 18 36.0 50 100Scholars 18 64.3 10 35.7 28 100
OccupationCompany employees/civil servants 17 73.9 6 26.1 23 100Self employer 3 75.0 1 25.0 3 100Housewife 43 58.2 31 41.9 74 100
ParityNulliparous 5 41.7 7 58.3 12 100Multiparous 58 65.2 31 34.8 89 100
History of contraceptionNo use 33 56.9 25 43.1 58 100Condom 3 75.0 1 25.0 4 100Pil 8 80.0 2 20.0 10 100Injection 17 63.0 10 37.0 27 100IUD 1 100 0 0 1 100Tubectomy 1 100 0 0 1 100
SymptomsNo symptoms 17 70.8 7 29.2 24 100Vaginal discharge/Fluor albus 23 50.0 23 50.0 46 100Abnormal bleeding 15 100 0 0 15 100Postcoital bleeding 6 50.0 6 50.0 12 100Lower abdominal pain 1 50.0 1 50.0 2 100Pruritus 1 50.0 2 50.0 2 100
Knowledge about ScreeningDo not know 53 66.2 27 33.8 80 100Conventional Pap Smear 10 47.6 11 52.4 21 100
Table 3. The Result of Self-administered HPV Test as a Diagnostic Test in Identifying Pre-cancerous Lesion and Cervical Can-cer.

Selfadministered
HPV test

Histopathological Results

Abnormal Normal Total p Value

N % N % N %Abnormal 28 96.6 1 3.4 29 100 0.000Normal 22 30.6 50 69.4 72 100
TOTAL 50 50 51 50 101 100
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The self-administered HPV test for detectinghigh degree of precancerous lesions and cervicalcancer had a sensitivity of 56% and a specificity of98% (Table 3).
DISCUSSIONSelf-administered HPV has a sensitivity and spe-cificity of 56% and 98%. In our study, the abilityof self-administered HPV test to ensure positiveresults is up to 96%. However, using this test forscreening is not recommended, because screeningrequires a high negative predictive value.Previous researchers set an age limit of 20 yearsbased on the pathogenesis of the disease, somewomen who are sexually active at a young age willgive a positive HPV test results. However,approximately 70% newly infected young womenwith HPV would be free of infection after 12months. Meanwhile, an age limit of 55 years wasapproved due to the effectiveness of VIA testknown to decline in older age groups, andbecome 20% in women aged above 55 years.These criteria are based on the manifestationhistologically of low-grade changes (CIN1) on newinfections with high risk type of HPV. Thesechanges are usually temporary, whereas in CIN2/3are more like a precursor to cervical cancer. Highdegree lesions CIN2/3, along with several riskfactors would increase the incidence of persistenthigh-risk HPV infections. In addition, the latestpap smear test (during the last 3 months) andhistopathological diagnosis using biopsy are thelast enforcement and the gold standard throughoutthe examination. This would have a direct impacton the results of diagnostic tests performed.9In this study, we found only 5.94% (6 of 101)subjects complained pain symptoms. There wereno subjects that constrained shame/shy to do thetest. Constraints related to the examination devicefeature are also found in this study, there were tworespondents who had to re-examination due to thetesting vaginal brush on the device is taken off andleft inside the vagina. This caused discomfortamong respondents, and this was one of thenegative outcomes that was found in terms of theintegrity of the device so that the study wasexpected to have an impact on the design andplan to use the device properly. Pain and shameis not a problem in the population in Italy.10

In our study, the self-administered HPV test hada sensitivity level of 56% and a specificity of 98%in detecting HPV in a high degree of precancerouslesions and cervical cancer. These results indicatethat screening is only able to detect 56% of theabnormal group, and if the result is negative, wecould ensure the absence of disease is up to 98%.The accuracy of this diagnostic test is up to 79%.These results indicate that 79% of the tests thatcarried out have compatibility with the goldstandards from the results of the whole sample. Inbrief, we could say that if a person is diagnosednegatively with self-administered HPV test, theprobability to get a negative result in histopatho-logy finding is 98%. Based on previous studies,high risk HPV DNA can identify 99.7% of cervicalcancers and 95% of high-grade precancerouslesions.11The results of this study was different comparedthe previous studies. The high risk type of HPV wasonly identified up to 50% (n = 16/32) of cervicalcancers and 31.57% (n = 6/19) of high-gradeprecancerous lesions. The sensitivity of HPVDNA tests for the detection of CIN2+ was stillbetter than cytology (94% vs 65%).11
CONCLUSIONSSelf-administered HPV test could be used as analternative or primary screening for cervicalcancer. SUGGESTIONSGovernment health programs should focus on pre-vention of cervical cancer. In addition, they shouldinclude an integrated national screening program.REFFERENCES1. Johanna B, Heidi & Valerie J. Cervical Cancer Screening andUpdated. Prim Care Clin Office Pract. 2009; 36: 131-49.2. Andriono. Kanker Serviks. Divisi Onkologi DepartemenObstetri dan Ginekologi Fakultas Kedokteran UniversitasIndonesia ed ke 3. 2010; 1-21.3. Daniel, Sarah Feldman. Management of Cervical Precancers:A Global Perspective Hematol Oncol Clin N Am. 2012; 26:31-44.4. Commitee on Adolescent Health Care. Cervical Cancer inAdolescent: Screening, Evaluation, and Management. AmCollege Obstet Gynecol. 2010; 116: 2: 469-73.5. Bhatla N, Singla S & Awasthi D. Human Papillomavirus De-oxyribonucleic Acid Testing In Developed Countries. BestPractice & Research Clin Obstet Gynecol, 2012; 26: 209-20.
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6. Arbyn M, Anttila A & Jordan J et al. European Guidelines forQuality Assurance in Cervical Cancer Screening. Second Edi-tion-Summary Document. Annals Oncol, 2010; 21: 448-58.7. You-lin Qiao, Sellors JW, & Eder PS et al. A New HPV-DNATest For Cervical-Cancer Screening In Developing Regions:A Cross-Sectional Study Of Clinical Accuracy In Rural China.Lancet Oncol. 2008; 9: 929-36.8. Gravitt. Improved Amplification of Genital Human Papil-lomaviruses. J Clin Microbiol. 2000; 38: 357-61.

9. Warren JB, Heidi G & Valerie J. Cervical Cancer Screeningand Updated. Prim Care Clin Office Pract. 2009; 36: 131-49.10. Rossi P, Ronco G, & Carozzi F et al. Efficacy of human papil-lomavirus testing for the detection of invasive cervical can-cers and cervical intraepithelial neoplasia: a randomisedcontrolled trial. Lancet Oncol. 2010; 11: 249-57.11. Cuzick J, Clavel C, & Petry KU et al. Overview of the Euro-pean and North American studies on HPV testing in PrimaryCervical Cancer Screening. Int J Cancer. 2006; 119(5): 1095-101.
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Research  Article

Clinical and Laboratory Predictors of Deep Vein Thrombosis
in Ovarian Malignant Tumor

Prediktor Klinis dan Laboratorium dari Trombosis
Vena Dalam pada Tumor Ganas Ovarium

Fitriyadi Kusuma, Christina SitorusDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Indonesia/Dr. Cipto Mangunkusumo HospitalJakarta

INTRODUCTIONPatients who suffered from malignant ovariantumor have high risks of developing thromboem-bolism. The incidence of deep vein thrombosis(DVT) malignant ovarian neoplasm varies from 5%to 29%.1-5 Release of tissue and pro-coagulantfactors by cancer cells may lead to coagulation

activation and hyperviscosity6 release of variouscytokines by cancer cells could lead to endothelialinjury. Several factors related to the treatment suchas surgery and immobilization may cause venousstasis.7,8 DVT has been associated with poor prog-nosis.9 It is estimated that patients with DVT hada 2.2-fold increased risk in mortality compared tothose without DVT. DVT is the source of pulmonary

Abstract

Objective: To investigate the clinical and laboratory predictors ofsymptomatic deep vein thrombosis (DVT) in ovarian malignanttumor.
Methods: One hundred sixteen patients with suspected ovarianmalignant tumor were recruited. Age, body mass index (BMI);D-dimer, fibrinogen, thrombocyte level, comorbid, tumor diameter,staging, distant metastasis, ascites, histopathology, length of surgery,blood loss and transfusion were recorded.
Results: Incidence of symptomatic DVT was 16.5% and 88.2% casesoccurred before surgery. No case of symptomatic DVT during post-operative care was found. Predictors of DVT were distant metastasis(OR 28.99; 95% CI 3.83-219.52, BMI  22.7 kg/m2 (OR 15.52, 95%CI 2.24-107.37), D-Dimer  1700 mg/ml (OR 13.30, 95% CI 2.40-73.84), advanced stage (OR 6.66; 95% CI 1.05-42.27), epithelialtumor (OR 6.5; 95% CI 0.34-125.75), tumor’s diameter  18.25 cm(OR 2.36, 95% CI 0.48-11.54), and comorbidity (OR 2.49, 95% CI0.53-11.66). Prediction score of DVT were score 3 for distant me-tastasis, BMI  22.7 kg/m2, D-Dimer  1700 mg/ml, score 2 foradvanced stage, score 1 for tumor diameter  18.25 cm, comorbid,epithelial tumor and score 0 for the absence of variables or its valueless than the cut off. Total score  8 of 14 is the least score which hasa good predictive value for DVT with AUC 0.92, 95% CI 0.86-0.92,probability 86.46%.
Conclusion: Distant metastasis and D-dimer are independentlyassociated with the development of DVT in ovarian malignanttumor.[Indones J Obstet Gynecol 2017; 5-3: 180-184]
Keywords: deep vein thrombosis, D-dimer, ovarian malignant, tu-mor predictor

Abstrak

Tujuan: Untuk mengetahui prediktor klinis dan laboratoriumdari thrombosis vena dalam simptomatik pada tumor ganasovarium.
Metode: Seratus enam belas pasien yang diduga menderita tumorganas ovarium direkrut ke dalam penelitian. Usia, indeks massa tubuh(IMT), kadar D-dimer, fibrinogen, trombosit, komorbid, karakteristiktumor (diameter, stadium, metastasis jauh, asites, histopatologi), lamapembedahan, jumlah perdarahan serta transfusi durante operasi di-dokumentasikan.
Hasil: Insiden TVD simptomatik adalah 16,5% dan 88,2% kasusterjadi sebelum pembedahan. Tidak ditemukan kasus TVD selamaperawatan pasca-operasi. Prediktor TVD adalah metastasis jauh(OR 28,99; 95% CI 3,83-219,52, IMT  22,7 kg/m2 (OR 15,52, 95% CI2,24-107,37), D-dimer  1700 mg/ml (OR 13,30, 95% CI 2,40-73,84),stadium lanjut (OR 6,66; 95% CI 1,05-42,27), tumor epithelial (OR6,5; 95% CI 0,34-125,75), diameter tumor 18,25 cm (OR 2,36, 95%CI 0,48-11,54), dan adanya komorbid (OR 2,49, 95% CI 0,53-11,66).Skor prediksi kejadian TVD adalah skor 3 untuk metastasis jauh,IMT  22,7 kg/m2, kadar D-Dimer  1700 mg/ml, skor 2 untuktumor stadium lanjut, skor 1 untuk diameter tumor  18,25 cm,adanya komorbid, tumor epitelial dan skor 0 jika tidak memilikifaktor prediktor atau nilai faktor prediktor kurang dari titik potong.Skor total 8 dari 14 adalah skor minimum yang masih memilikinilai prediksi yang baik kejadian TVD dengan AUC 0,92, 95% CI0,86-0,92 dan probabilitas 86,46%.
Kesimpulan: Metastasis jauh dan D-dimer berkaitan secara inde-penden dengan terjadinya DVT pada tumor ganas ovarium.[Maj Obstet Ginekol Indones 2017; 5-3: 180-184]
Kata kunci: D-dimer, prediktor, thrombosis vena dalam tumor ganasovarium
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embolism, a fatal condition that could lead tomortality.10 Therefore, early detection of patientswho are at high risk of DVT is crucial for properprophylaxis.
METHODSThis was a prospective study of 116 subjectssuspected with malignant ovarian tumor. Thestudy was conducted at Dr. Cipto MangunkusumoHospital. The protocol of this research wasapproved by the Ethics Committee of Dr. CiptoMangunkusumo Hospital. Pretreatment peripheralblood samples, D-dimer, fibrinogen levels weremeasured in all patients. Patients who had sign andsymptoms of DVT underwent venous Duplexultrasonography. The cut off level for each nume-rical variable as predictor of DVT was determinedusing RO analysis. The 2 test or Fisher Exact Testwas used to evaluate the risk of DVT associatedwith each categorical variable. Multivariate logisticregression was performed to determine thestrength of each variable as a predictor factor for

DVT and create the prediction score of DVT inovarian malignancy. A p-value less than 0.05 wasconsidered statistically significant. All statisticalanalyses were performed using SPSS.
RESULT

Characteristics of the subjectsA total of 113 subjects were involved in this study.Thirteen patients were withdrawn (6 patients hadbenign ovarian tumor from histopathology and 7patients had incomplete data. Characteristics of thesubjects are shown in Table 1.
Incidence of deep vein thrombosisVenous ultrasonography revealed DVT in 17 of 103patients (16.5%) and 15 cases (88.2%) occurredbefore initial treatment for ovarian malignancy. Nosymptomatic DVT was observed during hospitali-zation with mean length of stay 8.8 days.

Table 1. Characteristic of the Subjects
Characteristics TVD (+)  TVD () Value pAge (years) 50.35  10.90 46.1  12.05 0.250BMI (kg/m2) 23.31  5.04 22.14  3.80 0.278Tumor’s diameter 20.97  9.28 17.47  7.21 0.085Length of surgery 4.5  2.40 4.5  1.75 0.998Bleeding 1296  1171 901  1011 0.234Transfusion 367.09  450.604 279.81  532.25 0.604Thrombocyte (per mm3) 342058.8  125801.1 370732.6  143790 0.446D-Dimer (mg/ml) 3452.94  3747.519 1172.74  1847 0.025Fibrinogen (mg/ml)ComorbidYes 10 (58.82%) 36 (41.86%) 0.308None 9 (52.94%) 50 (58.14%)Distant MetastasisYes 8 (47.06%) 7 (8.14%) 0.0002None 6 (35.3%) 79 (91.86%)Bilateral tumorBilateral 7 (41.18%) 24 (27.91%) 0.566Unilateral 11 (64.7%) 62 (72.09%)AscitesYes 10 (0.58%) 38 (44.19%) 0.401No 7 (41.18%) 48  (55.81%)
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Predictor  factors and scoring of DVTThe cut off value for each numerical variable as apredictor of TVD was age  50 years, BMI  22.76kg/m2, tumor diameter  18.25 cm, thrombocytecount 326.500/mm3, fibrinogen  399.7 mg/dl, D-dimer  1700 mg/ml. Through multivariate logisticregression with stepwise and backward selection,we generated the prediction model of DVT. The OR,CI and prediction value for each parameter of DVT

were presented in Table 2. A total score  8 of 14is the least score which still had a high predictionvalue of DVT with sensitivity of 64.7%, specificityof 90.7%, negative prediction value 92.86%, posi-tive prediction value of 57.89%. This prognosticmodel had a good discrimination level with AUC0.921 (95% CI 0.862-0.980) and good calibrationwith p<0.05 based on Hosmer and Lameshowanalysis (Figure 1).
Table 2. The OR, CIs and Prediction Score of DVT in Ovarian Malignant Tumor
Variable Adjusted OR 95% CI Prediction ScoreDistant MetastasisYes 28.998 3.83-219.52 3No 0Body Mass Index

 22.76 kg/m2 15.519 2.24-107.37 3< 22.76 kg/m2 0D-dimer
 1700 mg/ml 13.305 2.39-73.84 3< 1700 mg/ml 0Stage of the tumorAdvance stage (III and IV) 6,660 1.5-42.27 2Early Stage (I and II) 0HistopathologyEpithelial tumor 6.500 0.34-125.75 1Non epithelial 0Tumor’s diameter
 18.25 cm 2,359 0.48-11.54 1< 18.25 cm 0Presence of comorbidityYes 2,495 0.53-11.66 1None 0

Table 3. Sensitivity, Specificity, Positive and Negative Predictive Values at each Prediction Score of DVT. PPV, Positivepredictive Value; NPV: Negative Predictive Value
Total score Sensitivity (%) Specificity (%) PPV NPV1 100.0 2.3 16.83 1002 100.0 5.8 17.35 1003 100.0 19.8 19.77 1004 100.0 31.4 22.37 1005 100.0 45.3 26.56 1006 100.0 64.0 35.42 1007 82.4 81.4 46.67 95.898 64.7 90.7 57.89 92.869 64.7 96.5 78.57 93.2510 41.2 98.8 87.5 89.4711 29.4 100.0 100 87.7512 11.8 100.0 100 85.1513 5.9 100.0 100 85.1514 0.0 100.0 100 84.16
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DISCUSSIONOvarian malignancy is one of the tumors whichhave high incidence of symptomatic and asympto-matic DVT ranging from 5-35%. Our study foundthe incidence of symptomatic DVT of 16.5%.Factors related to cancer treatment such as surgerywas shown to increase the risk of DVT by 2 to 5fold, and most of DVT cases occurred within thefirst 2 week post-surgery.11,12 In contrast withprevious study, this study found that most of DVTcases (88.2%) occurred before initial treatment,and no DVT cases occurred during post-operativehospitalization with mean of length of stay of 8.8days. Obstruction of the venous return of the lowerextremities due to massive tumor within pelviccavity, massive ascites leading to intravascularhypovolemic, massive cancer cells before anytreatment which release massive tissue factor arethe possible explanation for DVT occurrence beforetreatment.4,13Numerous factors including advanced age14-17,higher body mass index3,15-17, presence of ascites1-3,14, several specific histopathology subtypes2,14,advanced tumor stage3,15-18, presence of metasta-sis2,14, surgery14, chemotherapy1, and higher D-dimer and fibrinogen levels4-5,12 were reported aspredictors of DVT in malignant tumor. We foundthat prediction models derived from parametersincluding presence of distant metastasis, BMI, D-

dimer level, tumor stage, tumor diameter, histologysubtype and presence of comorbid was highlypredictive of deep vein thrombosis in ovarian ma-lignant tumor. Score 8 of 14 is the least score whichstill had a good prediction for DVT with an areaunder the receiver operator characteristics curveof 0.92. The application of prediction model mayhelp to stratify individual risk of DVT which thencan be used for selective prevention of DVT. Ourstudy found that distant metastasis was thestrongest predictor of DVT in ovarian malignanttumor, in accordance with previous study2,14followed by higher D-dimer level. Cut off the Dimeras predictor of DVT in our study was 1700 mg/mlwith its area under curve of 0.76, sensitivity79.2%, specificity 81.2%, NPV 42.86% and PPV92.86%. Correlation of D-dimer level with DVT wasextensively investigated and the cut off D-dimer aspredictor for DVT found in our study was almostsimilar with cut off reported in previous study.5,19High D-dimer levels was reported associated withpoor prognosis in cancer patients as it associatedwith more advanced stage and higher tendencyfor metastasis.4-5,12,20 Higher BMI was anotherindependent predictor of DVT in our study, whichis in line with previous studies.3,15-17 Advancedstage (stage III and IV) was another predictor ofDVT in our study. Advanced stage was commonlyassociated with larger tumor size. As reported byprevious studies, we found that larger tumordiameter12 with cut off value of 18.25 cm caused a2.8 fold increased risk of DVT.Presence of other clinical disorders (comorbid)which influence any factor contributed inthrombus formation such as vascular injury,activate coagulation system or vascular stasis willincrease the risk of DVT.1,14 In our study, thepresence of comorbidity increases the risk of DVTup to 1.77 fold. The most comorbidities found inour study were hypertension, diabetes mellitus,renal disease and cardiac disorder.Our study has several limitations. Firstly, theevidence of DVT by Duplex ultrasonography wasonly confirmed in symptomatic patients thereforethe incidence if DVT found in this case was onlysymptomatic DVT. Another weakness of our studyis the small sample size. Further studies with largersample sizes are required to be conducted in thefuture for a better understanding of the predictorsof DVT in malignant ovarian tumors.

Figure  1. Receiver Operator Curves for prediction ofdeep vein thrombosis
Prediction model of DVTAUC 0.92(CI 95%: 0.86-0.98)
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CONCLUSIONDistant metastasis and D-dimer are independentlyassociated with the development of DVT in ovarianmalignant tumor.
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Case  Report

A Case of BeckwithWiedemann Syndrome with Polyhydramnios

Suatu Kasus Sindrom BeckwithWiedemann dengan Polihidramnion

Yusrawati, Reno MuhatiahDepartment of Obstetrics and GynecologyFaculty of Medicine Universitas Andalas/Dr. M Djamil HospitalPadang

INTRODUCTIONPolyhydramnios is defined as AFI  25 centimetersor maximum vertical pocket (MVP)  8 centimetersat AFI <25 centimeters.1 The incidence of polyhy-dramnios is approximately 1-2% in pregnancy. Theetiologies of polyhydramnios include fetal anoma-lies, maternal diabetes, and idiopathic. It is esti-mated that 50% of cases are idiopathic. Polyhy-dramnios is known to be associated with anincreased risk of poor pregnancy outcomes suchas preterm labor, aneuploidy, sectio cesarean, andperinatal death. Congenital disorder that accompa-nies the disorder of the central nervous system,gastrointestinal tract, heart, and genitourinarytract.2,3

The incidence of abnormalities of the urinarytract that is 1-4 in 1000 pregnancies, and 15-20%of congenital abnormalities when prenatal diag-nosis.4,5 Bilateral enlarged hyperechogenic fetalkidneys are considered as diagnostic dilemma. Ifaccompanied with oligo-or anhidramnios, theprognosis is usually very ugly.6 Polyhydramniosaccompanied with bilateral enlarged hyperechogicfetal kidneys renomegaly may be caused by somedisorders including Beckwith-Wiedemann syn-drome, Perlman Syndrome, Adult Polycystic Kid-ney Disease, Infantile Polycystic Kidney Disease,and Trisomy 13.6 We present a case of patient withBeckwith-Wiedemann syndrome.

Abstract

Objective: To report a rare case of Beckwith-Wiedemann Syndromewith polyhydramnios.
Methods: Reporting a case of Beckwith-Wiedemann syndrome withpolyhydramnios.
Results: Case of Mrs. Y, 27 years old woman, G2P1A0L1 pretermpregnancy (30-31 weeks) with polyhidramnios. From ultrasoundfound renomegaly, bilateral hyperechogenic polycystic kidney, andthe karyotype result was 46,XX. Caesarean section was performeddue to fetal distress. A female baby was born by caesarean sectionwith birth weight of 1300 grams, 37 centimeters of body length, andAPGAR score of 6/8. The congenital anomalies found were hepa-tomegaly, renomegaly, bilateral hyperechogenic renal polycystic,low set ears. The baby was died in NICU on day care 5th, with sus-pected of sepsis.
Conclusion: Prenatal diagnosis of Beckwith-Wiedemann syn-drome on fetus with polyhydramnios.[Indones J Obstet Gynecol 2017; 5-3: 185-188]
Keywords: amniocentesis, beckwith-wiedemann syndrome, poly-hydramnios, prenatal diagnostic, USG

Abstrak

Tujuan: Melaporkan kasus sindrom Beckwith-Wiedemann padapolihidramnion.
Metode: Melaporkan kasus sindrom Beckwith-Wiedemann denganpolihidramnion.
Hasil: Kasus Ny. Y usia 27 tahun, G2P1A0H1 gravid preterm (30 - 31)minggu dengan polihidramnion. Pada pemeriksaan ultrasonografidijumpai renomegali, hiperekogenisitasginjal, polikistik ginjal bila-teral, hasil analisa kromosomnya 46,XX. Dilakukan seksio sesareaatas indikasi fetal distres. Lahir bayi perempuan, BBL 1300 gram,PBL 37 sentimeter, Apgar Skor 6/8. Terdapat kelainan kongenital:hepatomegali, renomegali, polikistik ginjal bilateral hiperekogenik,dan low set ear. Bayi meninggal pada hari kelima rawatan di NICUdengan dugaan sepsis.
Kesimpulan: Diagnosis prenatal Beckwith-Wiedemann syndromedengan polihidramnion.[Maj Obstet Ginekol Indones 2017; 5-3: 185-188]
Kata  kunci: amniosintesis, beckwith-wiedemann syndrome, polihi-dramnion, USG
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CASEA 27-year-old femalewas referred to Dr. M. DjamilPadang Hospital on October 26, 2015 due to short-ness of breath. She was diagnosed with G2P1A0H1preterm pregnancy 30-31 weeks, polyhydramnios,intrauterine single live fetus. Ultrasound examina-tion revealed fetal biparietal diameter of 75 mili-meters, humerus length of 49 milimeters, femurlength of 60 milimeters, abdominal circumferenceof 258 milimeters, estimated fetal weight of 1200to 1300 grams, amniotic fluid index (AFI) 35.5centimeters. Ultrasonography examination de-monstrated bilateral enlarged polycystic hyper-echogenickidneys.

Amnioreduction and amniotic fluid analysiswere performed. The analysis revealed a karyo-types of 46,XX. No major structural abnormalitywas found (Figure 2).

During treatment, a non reassuring NST (non-stresstest) was observed. Subsequently, cesareansection was performed. A baby girl was born withbirth weight and body length of 1300 grams and37 centimeters, respectively. Her Apgar score was6/8. Low set ears, anterior ear creases, hepato-megaly, and renomegaly were present. The pla-centa was 14 x 13 x 3.5 centimeters, weighing 350grams, the cord length was 40 centimeters,paracentral insertion, no abnormality found in the

        Anterior ear lobe creases (+)

Figure  1. Polyhydramnios. Renomegaly, Polycystic Kid-ney Bilateral

Figure 2. The Results of Chromosome Analysis

Figure 3. Hepatomegaly, Renomegaly and Ear Lobe Creases of the Baby.      Hepatomegaly and  renomegaly
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placenta and umbilical cord. Baby was cared in theNICU due to respiratory distress which was causedby hyaline membrane disease.
DISCUSSIONIn our case, the patient, Mrs. T, 27 years old, diag-nosed with polyhydramnios at 30-31 weeks ofpregnancy. Ultrasonographic examination revealedAFI of 35.5 centimeters (severe polyhydramnios),renomegaly, hyperechogenic and bilateral polycys-tic kidneys.The analysis demonstrated a karyotypes of46,XX. Congenital abnormalities may be present inthese patient closer towards Beckwith-Wiedemannsyndrome (BWS), which is an abnormality in the

short arm of chromosome 11, 11p15 which causesover activity of gene IGF-2 and / or the absence ofcopying active CDKN1C (inhibitor of cell prolifera-tion).For the diagnosis of BWS, there should be threemajor findings or two major and one minor finding.The findings are listed in Table 1.7 In this case, themajor findings that we found were anterior earlobe creases (folds in front of the ear lobe), vis-ceromegaly (renomegaly, hepatomegaly), and theminor finding is polyhydramnios.Chitty LS et al suggested the differential diagno-sis in case of enlargement hyperechogenic kidneywith normal amniotic fluid or increased, which isshown in Table 2.
Table 1. Major and Minor Findings of Beckwith-Wiedemann Syndrome
Major findingsAbdominal wall defect: omphslocele (exomphalos) or umbilical herniaMacroglossiaMacrosomia (traditionally defined as height and weight > 97th percentile)Anterior ear lobe creases and/or posterior helical pits (bilateral or unilateral)Visceromegaly of intra-abdominal organ(s) (e.g. liver, kidney(s), spleen, pancreas, and adrenal glands)Embryonal tumor in childhood.Hemihyperplasia.Cytomegaly of adrenal fetal cortex, usually diffuse and bilateral.Renal abnormalities, including medullary dysplasia and later development of medullary sponge kidney (MSK).Positive family history of BWS.Cleft palate.
Minor findingsPregnancy related findings of polyhydramnios, enlarge placenta and or thickened umbilical cors, premature onset of laborand delivery.Neonatal hypoglycemia.Nevus flammeusCardiomegaly/structural cardiac anomalies/cardiomyopathyCharacteristic faciesDiastasis rectiAdvanced bone age
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Amnioreduction was performed due to breath-lessness and abnormal maternal chromosomesexamination. During treatment, fetal distress wasobserved, thereby cesarean section was performed.According to the literature genetic examination ofBeckwith-Wiedemann syndrome is very complex,causing difficulties in molecular diagnosis, anddiagnosis is based on clinical findings.8Patient was discharged on the 3rd day post-operative with good condition, while the baby diedon day 5th of treatment due to sepsis. Severe poly-hydramnios is associated with unfavorable out-comes, including as low Apgar score, fetal death,fetal distress, and neonatal death.9 Weksberg R etal suggested that infant death could arise fromcomplications such as hypoglycemia, prematurity,cardiomyopathy, macroglossia, or tumor.7
CONCLUSIONBeckwith-Wiedemann syndrome is a rare disordercaused by a defect on chromosome 11p15 mold.Prenatal diagnosis using ultrasound is necessary todetect abnormal findings.
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Table 2. Overview of the Prenatal Diagnosis of Fetal Echogenic Kidney Enlargement.6
Beckwith* Perlman APCKD IPCKD Trisomy 13Renomegaly + + + + +Increased echogenicity + + + + +Renal cysts  - + - -Mild hydronephrosis -  - - -Polyhydramnios + + - - -Oligohydramnios - - rare common -Generalized organomegaly + + - - -Macrosomia + + - - -Macroglossia + - - - -Hemihypertrophy + - - - -Omphalocele + - - - -Other anomalies - - - +Consanguinity - + - + -Family history in parent/grandparent  - + - -Family history in sibling  + - + -*Beckwith=Beckwith-Wiedemann syndrome; APCKD=adult polycystic kidney disease; IPCKD=infantile polycystic kidney disease
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