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                    Abstract
Purpose

To investigate the potential involvement of fertility treatments and other conditions of becoming pregnant (infertility, getting pregnant on birth control, maternal history of fetal loss) and folic acid supplements in the etiology of childhood leukemia (CL).
Methods
The ESTELLE study included 747 cases of CL [636 cases of acute lymphoblastic leukemia (ALL) and 100 of acute myeloblastic leukemia (AML)] diagnosed in France in 2010–2011 and 1,421 population controls frequency-matched with the cases on age and gender. Data were obtained from structured telephone questionnaires administered to mothers. The odds ratios (OR) and their 95 % confidence intervals were estimated using unconditional regression models adjusted for potential confounders.
Results
CL was not associated with difficulty in becoming pregnant [OR 0.9 (0.7–1.2)], in vitro fertilisation [OR 0.6 (0.3–1.5)] or the use of any fertility treatment [OR 0.8 (0.5–1.1)] for the index pregnancy. CL was not significantly associated with becoming pregnant on contraception [OR 1.2 (0.8–1.8)], but a positive association was observed for third generation oral contraception [OR 4.3 (1.2–16.2)]; however, the result is based on small numbers. Folic acid supplementation during pregnancy was not associated with CL, but an inverse borderline association was observed for supplementation initiated in the 3 months preceding pregnancy [OR 0.7 (0.5–1.0)]. In addition, maternal histories of stillbirth and miscarriage were associated with ALL [OR 2.6 (1.1–5.9)] and AML [OR 1.8 (1.1–2.8)], respectively.
Conclusions
The findings do not suggest that infertility and fertility treatments are risk factors for CL. They suggest that maternal histories of stillbirth and miscarriage may be more frequent among mothers of CL cases and that folic acid supplementation during preconception may reduce the risk of CL.
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	AL:
	
                    Acute leukemia

                  
	ALL:
	
                    Acute lymphocytic leukemia

                  
	AML:
	
                    Acute myeloblastic leukemia

                  
	AI:
	
                    Artificial insemination

                  
	ART:
	
                    Assisted reproductive technologies

                  
	CL:
	
                    Childhood acute leukemia

                  
	COCs:
	
                    Combined oral contraceptives

                  
	CATI:
	
                    Computer-assisted telephone interviewing

                  
	GIFT:
	
                    Gamete intrafallopian transfer

                  
	ICSI:
	
                    Intracytoplasmic sperm injection

                  
	IVF:
	
                    In vitro fertilization

                  
	NRCH:
	
                    National Registry of Childhood Hematopoietic Malignancies

                  
	NRST:
	
                    National Registry of Childhood Solid Tumors

                  
	OR:
	
                    Odds ratios

                  
	ZIFT:
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