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Protocol summary
	
OBJECTIVE

	To examine the impact of past oral contraceptive use and the probability of becoming pregnant in the first year of attempting to conceive, and the need for fertility treatments.

	

STUDY DESIGN


	

	
SAMPLE SIZE CONSIDERATION

	
400 samples

	
INCLUSION 
CRITERIA

	Women between the ages of 19-40, whose first pregnancy is planned and are willing to participate in the study and fill-out a written questionnaire – among the women, women who have used oral contraception due to irregular menstrual periods and irregular ovulation, which may impact achieving pregnancy. 

	





EXCLUSION
CRITERIA


	· Women over the age of 40
· Women who have undergone egg donation
· Surrogacy
· Women who have had chemotherapy or radiotherapy
· Women who became pregnant from sperm donation
· Women who have undergone therapeutic hysteroscopy
· Women with a diagnosis of PCOS
· Malformed uterus, which is not an arcuate uterus
· Endometriosis
· Past PID

	
STUDY 
PROCEDURE


	We will recruit 400 women during their first desired pregnancy at the Women’s Health Center, Clalit, Neve Zeev, Beersheva. After the women sign the consent form to participate in the study, they will fill-out a questionnaire regarding the contraceptive method they have used, type of contraceptive pill and length of time they took the pill, as well as questions that deal with their general health status. The questionnaire will be encoded into a data file using the Excel program in the clinic’s computer and will not contain any personal details.

	
DATA TO CAPTURE

	
The planned study will include data collection about the participants and processing the data:
1. Questionnaire dealing with medical history, use of contraceptive methods, type of contraceptive methods, use of oral contraception – type of pill, duration of taking the pill, need for fertility treatments to conceive, period of time until becoming pregnant
2. Collection of consent forms to participate in the study signed by the participants

	
OUTCOMES
AND
ANALYSIS




	


	
DATA MANAGMENT
AND ANALYSIS

	
The study will be overseen and managed by the Soroka Clinical Research Center.
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Background
Only at the start of the 20th century was it demonstrated that the administration ovarian secretions (in mice) may suppress fertility. The manufacture of oral contraception as we know it today began in the 1960s, combining estrogen and progesterone in a single pill. Estradiol is the most potent estrogen and the addition of an ethinyl group at carbon 17 makes it active when administered orally. In 1951, it was discovered that the removal of carbon 19 from testosterone creates a product with progestational activity (1). Since then, the use of oral contraception has become common, and today, millions of women worldwide take the pill as a means of contraception and for other reasons, including ovulation pain, pre-menstrual syndrome, menstrual pain, heavy and prolonged menstrual bleeding, endometriosis, prevention of ovarian cysts, and more.
In 1978, Vessey et.al described in the BMJ that taking oral contraception causes a delay in the ability to conceive of up to 42 months in women who were never pregnant, and up to 30 months in women who have previously been pregnant. The thought was that there is suppression of the hypothalamic-pituitary-ovarian axis (2).
Throughout the years, it has been found that the main difficulty occurs in the first few months after the discontinuation of oral contraception. A year after cessation of oral contraception, the rates of pregnancy were similar between groups (3).
This was also described in the BMJ, in a study based on data from hospitals in Denmark and Boston, that compared the conception rate of women who used oral contraception to prevent pregnancy versus women who used barrier methods only (4).
A study conducted at Columbia University, New York and published in 2007 in SRS also found that among women who used oral contraception for at least six months, approximately 98% returned to regular menstrual periods or conceived up to 90 days from cessation of oral contraception (5). 
Additionally, the hypothesis is that among women who used continuous oral contraception and “skipped” their menstrual periods, the chance of successful conception in the first year after cessation of oral contraception is similar, even though data is missing on the subject (3).
In a meta-analysis carried out on 22 studies between the years 1985-2017 and published in Contraception and Reproductive Medicine, it was indicated as well, that the type of progesterone in the pill does not impact the chances of conceiving in the first year (6).
However, a study conducted in Israel at Belinson Hospital and published in 2005 actually showed that among women who used oral contraception, the rate of pregnancy was higher in the first three months after cessation of oral contraception than in women who did not use contraceptives at all. Furthermore, there was no correlation between the period of time that the women used oral contraception and the amount of time it took to conceive. In addition, the two factors found to influence the amount of time that passes until achieving pregnancy are the mother’s age and obesity (7).
This study supports the findings of Bagwell et.al, already published in 1995, that especially young women who used oral contraception and were never pregnant suffered less from primary infertility versus women who did not use oral contraception (8). 
Moreover, it appears that oral contraception does not exacerbate the negative effects on conception of the mother’s age being over 35 or of smoking. It also indicated that there was no crucial importance to the type of progesterone in the pill or the dosage of ethinylestradiol (9).
In the present study, we will examine the impact of taking oral contraception on the chances of a first pregnancy, where the study hypothesis is that among women who used oral contraception in the past, the rate of pregnancies within a year will be higher and they will require less fertility treatments versus women who have not used oral contraception in the past.
Method
Aims and analysis
AIM 1 – 
To characterize the clinical and epidemiological aspects of the use of oral contraception while using the information supplied by questionnaires filled-out by patients, who will comprise the study population. The study population will be composed of women treated at the Women’s Health Center, Clalit, Neve Zeev, Beersheva. 
The primary outcome will be defined as the first pregnancy. After this result, we will categorize the patients according to spontaneous pregnancies or those that resulted from fertility treatments (and if there were, which treatments) as well as how long it took for conception. Moreover, we will categorize the patients according to the contraceptive methods they used before becoming pregnant – oral contraception versus other contraception methods, as well as sub-categorization according to the type of pill used and how long it was taken. 
Following is an example of the format of the questionnaire that will be handed-out to patients participating in the study:
[image: ]
Anonymous medical questionnaire as part of participation in a study examining how oral contraception use impacts conception in the first year after cessation of the pill.

Personal details
Age –
Weight-
Height-
BMI-
Years of education-
Do you keep niddah (female purity)? If so, what day do you go to the mikvah (ritual immersion)?

Medical history
Do you know of any background diseases? If yes, please list the diseases.
Do you take medicines regularly? If yes, please list the drug treatment (including dosages).
Have you undergone abdominal surgery in the past? If yes, please list the name of the surgery and when it was performed.
Age at first menstrual period – 
Are your menstrual periods regular?
Habits - 
1. Do you smoke? If so, how many packs a day and for how many years have you been smoking?
2. Have you used drugs? If so, what type of drug was used? How many a day and for how many years?
3. Do you drink alcohol? If so, how many glasses a day and for how many years?

Have you suffered in the past from recurrent pelvic inflammation? If so, were you in need of antibiotic treatment?
Have you had miscarriages in the past?
Have you had past pregnancies?

Contraception use
Have you used contraception?
Which contraception methods have you used?
For how long was the above-mentioned contraception method used?
When did you stop using contraception?
How much time passed between the used of contraception and conception?
In the event you used oral contraception – we would be grateful if you could answer the following questions:
1. Name of the pill used
2. Period of time the pill was taken
3. How long after you stopped taking the pill did it take to conceive?
4. Reason for using the pill?

Present pregnancy

How long did it take for you to become pregnant with this pregnancy, after you stopped using contraception?



Working hypothesis
The study hypothesis is that among women who used oral contraception in the past, the rate of pregnancies within a year will be higher and that they will be less in need of fertility treatments, versus women who have not used oral contraception in the past. 
Objectives 
Primary objective – to find the relationship between past use of oral contraception and its effect on conceiving.
Secondary objectives
1. To define the epidemiological characteristics of the group of women who used oral contraception versus women who have not used oral contraception.
2. To define the period of time, dosage, type of estrogen and progesterone, and the manner of absorption of the pills taken by the group of women who used oral contraception before attempting to become pregnant.
3. To define the time (months) from the start of the attempt to become pregnant until conception.
4. To define the number of pregnancies attained without medical intervention and the number of pregnancies achieved after fertility treatments.
5. To examine the factors that impact achieving pregnancy after past oral contraception use. 
Study population
Women recruited into the study will be pregnant for the first time and are treated at the Women’s Health Center, Clalit, Neve Zeev, Beersheva. The study population will be built according to inclusion and exclusion criteria of the study, as defined in advance:
Inclusion criteria
Women between the ages of 19-40, whose first pregnancy is planned and are willing to participate in the study and fill-out a written questionnaire – among the women, women who have taken the contraceptive pill due to irregular menstrual periods and irregular ovulation, which may impact achieving pregnancy.
Exclusion criteria
· Women over the age of 40
· Women who have undergone egg donation
· Surrogacy
· Women who have had chemotherapy or radiotherapy
· Women who became pregnant from sperm donation
· Women who have undergone therapeutic hysteroscopy
· Women with a diagnosis of PCOS
· Malformed uterus, which is not an arcuate uterus
· Endometriosis
· Past PID

Withdrawal Criteria
If a patient decides to discontinue study participation, the reason for discontinuation must be recorded in the medical record and the Case Report Form (CRF). Patients who discontinue participation prematurely will be included in the analysis of results (as appropriate) but they will not be replaced in the enrollment of total study subjects.

Enrollment
Prior to participation in this study, the Investigator must obtain written approvals from the ethics committee and other local regulatory bodies as appropriate approval for the protocol and the informed consent form. Failure to obtain a signed and hand dated Version 1.0 Aug, 2021 Soroka CRC CONFIDENTIAL Page ** of ** informed consent prior to the procedure constitutes a protocol violation, which is reportable to the EC
Patient screening
Every potential subject that fits all the inclusion criteria and does not answer any of the exclusion criteria will be given the option to participate in the study. One person from the study team will be responsible to explain the study, its purpose, and everything entailed in participation. Patients agreeing to participate in the study will be asked to supply written consent before participation.
Statistical analysis plan
Ethical and regulatory considerations
Subject confidentiality
Subject confidentiality will be maintained throughout the study in a way that assures that data can always be tracked back to the source data. For this purpose, a unique subject identification code will be used that allows identification of all data reported for each subject.
Data relating to the study might be made available to third parties (for example in case of an audit performed by regulatory authorities) provided the data are treated confidentially and that the subject’s privacy is guaranteed.
Sources of material
Research material obtained from study participants includes medical information. All of the data obtained for this study will be obtained retrospectively. Copies of data obtained as part of the study will be retained by the clinical research center, with appropriate source documentation, on all subjects that sign informed consent - The data utilized in this study are described above and consist of information from medical record and medical questionaries. 
Maintaining records
The principal investigator will maintain copies of all study-related correspondence, regulatory documents, data, shipment of supplement accountability logs, adverse supplement effects and other records related to the clinical study. The principal investigator will maintain records related to the signed Investigator Agreements.
Informed consent and ethics committee
All subjects must provide written informed consent in accordance with the local clinical site’s EC. A signed Informed Consent must be obtained from each subject prior to commencing screening/baseline evaluations. One copy of the Informed Consent document will be given to the subject and another retained by the Investigator.
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