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1  |  BACKGROUND

Induction of oocyte maturation in controlled ovarian 
stimulation (COS) cycles is done using human chorionic 
gonadotropin (hCG) or GnRHa to prevent the develop-
ment of ovarian hyperstimulation syndrome (OHSS). In 
the maturation process, the oocyte gains competence for 
fertilization that is a critical step in the success of ART. 
Oocyte maturation is initiated by luteinizing hormone 
(LH)- like exposure that can be provided by hCG, GnRHa, 

recombinant LH, or kisspeptin.1 In the natural cycle, en-
dogenous LH surge usually lasts for 48 h and ovulation oc-
curs between 37 and 39 h after the onset of LH surge.

The ideal time interval between hCG administration 
and oocyte retrieval varies in the literature. Extremely 
short-  or long- time intervals are both known to cause 
unfavorable outcomes in oocyte collection. There is a 
case report in the literature that the patient injected the 
trigger 9 h earlier than scheduled triggering. They have 
done an intervention to prevent preoperative ovulation 
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Abstract
Oocyte maturation is induced by trigger administration and is acritical step in 
the success of assisted reproductive technology (ART)treatment. The ideal time 
interval between trigger administration and oocyte retrieval varies in the litera-
ture. Extremely short or long time intervals are both knownto cause unfavorable 
outcomes in oocyte collection. Accurate control over theinterval between trigger 
injection and oocyte retrieval is very important forwomen undergoing in vitro 
fertilization (IVF), to avoid unexpected premature ovulation.

In this report, we present two infertile women who mistakenly injected the 
triggering dose of gonadotropin releasing hormone agonist (GnRHa) 12 h ear-
lier. Case 1 and case 2 were 23 and 30 years old, respectively. Therewas no inter-
vention to prevent pre- operative ovulation, and oocyte retrievalhas been done 
48– 50 h after trigger injection. oocytes and embryos quality wereacceptable.

In conclusion, in patients who have the wrong trigger injection, oocyte retrieval 
is recommended after consulting the patient about theadvantages and disadvan-
tages of the oocyte retrieval operation.
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after incorrect trigger injection to the night before oocyte 
pick up. The result showed that preoperative ovulation 
was effectively prevented and they successfully collected 
the expected number of oocytes.2 In the present cases, 
there was no intervention to prevent preoperative ovu-
lation, and oocyte retrieval has been done 48– 50 h after 
the triggering.

In this report, we present two cases who mistakenly 
injected the triggering dose of GnRHa 12 h earlier. In 
ART treatment cycles, oocyte retrieval is generally per-
formed around 36 h after the administration of ovulation- 
triggering drugs. When the time interval between the 
administration of ovulation trigger and oocyte retrieval 
becomes longer, there is a concern about follicle rupture 
and oocyte aging.

2  |  CASE PRESENTATION

2.1 | Case 1

A 23 years old woman was trying to conceive for nearly 
2 years without success. Her menstrual periods were ir-
regular and the periods occured at an interval of 2 months. 
Her body mass index (BMI) was 29 kg/m2 and there was 
no dysmenorrhea. Cervical smears were normal and 
there was no history of sexually transmitted infection. 
Evaluation of fallopian tubes with hysterosalpingography 
(HSG) showed normal results. There was no pathological 
finding in the general and gynecological examination. Her 
25- year- old partners' semen analysis showed azoospermia. 
On day 20 of the previous cycle, 4 mg of estradiol was 
started for the patient. Ovarian stimulation was started by 
injection of 150 IU recombinant follicle- stimulating hor-
mone (FSH) (Cinal- f, Cinnagen, Iran) on day 2 or 3 of the 
menstrual cycle. The first sonography was done on day 6 
after the beginning of recombinant FSH. GnRH antago-
nist (cetrotid 0.25 mg, Merck, Germany) was added when 
there was a follicle greater than 14 mm. In addition, daily 
75 to 150 IU of human menopausal gonadotropin (hMG) 
(PD homog, pooyesh daru, Iran) was started. Sonography 
was performed every 3 days. When there were two follicles 
greater than 18 mm, GnRHa (decapeptyle 0.2 mg, Ferring, 
Switzerland) was administrated as a trigger to prevent 
OHSS. We planned to retrieve oocytes 36 h after injec-
tion of the trigger. Unfortunately, the patient injected the 
trigger at 8 am instead of 8 pm. Oocyte retrieval was done 
48 h after injection of GnRHa. We retrieved 29 oocytes 
and freeze them because no sperm was obtained from 
the testicular biopsy of the partner. Twenty- two oocytes 
were in the metaphase II (MII) stage, 6 oocytes were in 
the metaphase I (MI) stage, and one oocyte was in the ger-
minal vesicle (GV) stage. MII oocytes did not display the 

appearance of postmaturity, like extremely expanded cu-
mulus masses, darkened corona radiate, atretic cumulus 
cells, and fragmented polar bodies. Estradiol and proges-
terone on the day of trigger administration were 3450 pg/
mL and 2.62 ng/mL, respectively.

2.2 | Case 2

A 30 years old woman with 5 years of primary infertility 
was seen in the gynecology clinic of X. The partner had 
no previous medical history of note. The woman also has 
no specific previous medical history. Her periods were 
every 35– 60 days and were sometimes heavy but not pain-
ful. There was no inter- menstrual or postcoital bleeding. 
She had normal cervical smears and never had any sexu-
ally transmitted infections. On examination day, her BMI 
was 28 kg/m2. Speculum and bimanual examination were 
normal. She had an IVF failure 1 year ago. Her partner's 
semen analysis showed mild asthenozoospermia and 
he had no past medical history. Also in this patient, the 
treatment protocol used for COS was similar to Case 1. 
Similar to the first case, GnRHa was used as a trigger but 
it was injected at 9 am instead of 9 pm mistakenly. Oocyte 
retrieval was done 48 h after injection of GnRH agonist 
and 15 oocytes were retrieved. Eleven oocytes were in the 
MII stage, 1 in the GV stage, and 3 degenerated oocytes. 
After intracytoplasmic sperm injection (ICSI) 9 grade A 
embryos were obtained. Estradiol and progesterone on the 
day of trigger administration were 3260 pg/mL and 2.4 ng/
mL, respectively. Transfer of embryos had not been done 
because of the OHSS.

3  |  DISCUSSION

Administration of hCG at midcycle has been the gold stand-
ard for triggering final oocyte maturation and ovulation in 
ART cycles. More recently, GnRHa triggering has been in-
troduced to allow a more physiologic surge of both LH and 
FSH. This combined surge may result in improved oocyte 
and embryo quality and prevent the development of OHSS.3 
Accurate control over the interval between trigger injection 
and oocyte retrieval is very important for women undergo-
ing IVF, to avoid unexpected premature ovulation. Serum 
progesterone level >3 ng/mL and free fluid in the pelvis (or 
pouch of Douglas) are signs of ovulation occurrence.4 In the 
present cases, serum progesterone levels were <3 ng/mL, 
and no free fluid was seen in the pelvis. Therefore, it seems 
ovulation did not occur in these cases. In addition, retrieved 
oocytes did not display the appearance of post- maturity, like 
extremely expanded cumulus masses, darkened corona ra-
diate, atretic cumulus cells, and fragmented polar bodies.
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In a case report presented by Cheng and Li2 that patient 
was injected with trigger 9 h earlier than the scheduled 
triggering. To prevent preoperative ovulation, indometh-
acin was given (150 mg/day, three times a day) from 2 h 
after incorrect trigger injection to the night before oocyte 
pick up. The result showed that preoperative ovulation 
was effectively prevented and they successfully collected 
the expected number of oocytes at 45 h after triggering. 
However, in our cases, there was no intervention to pre-
vent preoperative ovulation, and oocyte retrieval has been 
done 48– 50 h after trigger injection. We found out the mis-
take made by the patient on the day of oocyte pick up. So, 
we could not schedule an earlier oocyte pick up, however, 
we prioritized these two patients for oocyte pick up and re-
trieved their oocytes as soon as possible. Interestingly, oo-
cytes and embryos quality were acceptable. These results 
show that in patients who have the wrong trigger injec-
tion, oocyte retrieval is recommended after consulting the 
patient about the advantages and disadvantages of the oo-
cyte retrieval operation. This is an important issue in IVF 
clinics because COS has a high cost and side effects for the 
patients. However, there is a need for further studies to as-
sess the effect of the different time intervals between trig-
gering and oocyte retrieval on oocyte number and quality.
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