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Unexplained infertility

What is unexplained infertility?

If all of your testing is normal, yet you have not conceived over the course of one year (for women under 
age 35) or 6 months (for women over 35), your physician may diagnose you with unexplained infertility. 
Unexplained infertility encompasses any problem we cannot see or diagnose, such as: problems with egg 
quality, problems with fertilization of the egg and sperm, and anatomic or pelvic problems that block the 
egg and sperm from meeting (that we cannot see on ultrasound).  The pregnancy rate per month in 
couples with unexplained infertility is approximately 3%. However, many patients with “unexplained 
infertility” may actually suffer from “sub-fertility”, meaning that many, given the opportunity over time, 
may eventually conceive on their own. 

How does empiric treatment for unexplained infertility work?

The primary treatment for unexplained infertility is based on “boosting” or maximizing the opportunity to 
conceive in patients with sub-fertility. Essentially, we aim to have patients  ovulate more than one egg a 
month, and place a high number of sperm in the fallopian tubes at the exact time of ovulation, in hopes of 
increasing your chances of successful sperm-egg interaction and thus, pregnancy. This strategy is also 
referred to as “cycle compression” or “empiric therapy”, and simultaneously treats mild abnormalities of 
ovulation, egg function, and sperm function.  In multiple studies, empiric therapy has been shown to 
increase the pregnancy rate; however, it also increases the multiple pregnancy rate. 

Lifestyle changes

Studies indicate that smoking, abnormal body mass index “BMI” (<19 or >25), and excessive caffeine or 
alcohol consumption reduce fertility in both partners. We recommend optimizing BMI to 19-25kg/m2, 
reducing caffeine intake to <250mg/day (about 2 cups of coffee), and reducing alcohol intake to <= 4 
drinks per week. 

What are the options for treatment? 

Treatment is typically sequential, meaning simpler, less invasive, less expensive options are tried first 
prior to moving to more complex, higher-tech options. 

1. Clomiphene/IUI. The first and most basic option utilizes ovulation induction medication 
clomiphene combined with Intrauterine Insemination (IUI). The recent “AMIGOS” trial co-
authored by Dr. Casson compared clomiphene citrate, letrozole, and gonadotropins for 
unexplained infertility, showed the clomiphene to be a superior first line medication for these 
patients, while maintaining a low multiples rate (9%). 

• IUI’s are typically timed either with urine LH kits or an hCG “trigger” injection. 
2. FSH/IUI. Couples often inquire about a “middle” option between basic therapy such as 

clomiphene and IUI, and advanced therapy such as IVF. In the past, this has involved the use of 



injectable gonadotropins (FSH) combined with IUI. This approach may increase the 
pregnancy rate to approximately 15-18% per cycle, but greatly increases the risk of multiples 
(30%), and this may include triplet (5%) or higher order gestations (1%). 

• A recent randomized controlled trial to evaluate optimal treatment for unexplained 
infertility (FASTT) demonstrated that it is more cost-effective to “fast track” from 
clomiphene and IUI (Option 1) to in-vitro fertilization (IVF, Option 3), both in terms of 
time taken to establish a pregnancy and also cost of all treatment and delivery charges. 

• This trial showed no added value overall for FSH/ IUI cycles. 
• The risk of FSH/IUI cycles should not be understated; twin and other higher order 

multiple pregnancies pose significant risks to both the babies and the mother. 
• With higher order gestations, the risk of a pregnancy being lost prior to the babies 

reaching a viable age (for example, pre-term delivery at 20 weeks) is significant. 
Therefore, couples need to understand the concept of fetal reduction, a process where 
the number of embryos is reduced to two (or one) from a higher number at about 11 
week’s gestation. It is a needle procedure that is relatively straightforward to do, but can 
be emotionally traumatic. This procedure increases the overall miscarriage rate to 
approximately 4%. 

3. IVF. In Vitro Fertilization is a laboratory technique used to control more aspects of the process, 
and to increase the numbers of eggs and sperm available for one cycle attempt. Fertilization 
happens in a petri dish, sometimes with assistance, and the best developed embryos from the 
process are used to place back into the woman’s uterus (1-3 embryos may be transferred 
depending on a woman’s age). For more information on this more complex process, speak with 
your physician.

What is the success rate? 

The success rate for clomiphene/IUI cycles is approximately 8-12% for women under age 35. Note this is 
approximately 3 times higher than the rate of conception per cycle for couples diagnosed with 
unexplained infertility (3%).  

The success rate for IVF greatly depends on age, and varies from 20-60% per cycle. 

What are the risks of therapy?

The risk of twins with clomiphene and IUI cycles is approximately 8-10%. The risk of twins with IVF 
depends on the number of embryos transferred, and approaches 30% in younger patients who transfer two 
embryos. 

How many cycles should I attempt? 

Studies, including the FASTT and AMIGOS trials noted above, generally show similar pregnancy rates 
for each of the first 3 cycles. If you do not have success in the first 3 cycles, generally your physician will 
recommend moving to the next option. 


