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“Embryo glue” does not seem to improve chances of
subsequent pregnancy in refractory in vitro fertilization cases
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Introduction

Implantation following in vitro fertilization-embryo
transfer (IVF-ET) is a multistage process involving oppo-
sition and adhesions of the blastocysts to the uterine
endometrium followed by invasion of the trophoblast.
One of the reasons for implantation failure in what
appears to be normal morphologic embryos could be
chromosomal abnormalities. Another theoretical cause
may be the failure to develop a sufficient “sticky” matrix
for the embryos to attach to the endometrial wall.

Embryo glue (Vitrolife, Denver, CO), which is com-
posed of various substances with the active ingredient
hyaluronan, has been developed and there are claims that
it can improve pregnancy rates (PRs) following embryo
transfer (ET) [1-3]. Other studies have found no benefit
to using Embryo glue as a transfer medium as evidenced
by comparable pregnancy and implantation rates [4-6].

The objective of the present study was to determine if
the use of Embryo glue improves implantation and PRs
following ET in women who failed to conceive despite at
least three previous ETs.

Materials and Methods

A matched controlled study was performed to evaluate the
efficacy of Embryo glue in women undergoing IVF-ET. The
study population included donor oocyte recipients and women
using their own oocytes having either fresh or frozen ETs. All
women in the study had failed to conceive from at least three
prior ETs and had a normal uterine cavity as determined by
HSG or saline infusion sonography.

A woman who had used Embryo glue was matched with the
very next woman not using glue within six months of age and
having the same type of ET (fresh or frozen) and same number
of previous failed ETs. Oocyte recipients were paired receiving
eggs from the same donor.

Embryo transfer was performed using one of two media;
Embryo glue or modified human tubal fluid (HTF) supple-
mented with 20% serum protein substitute (SPS) (both from
Sage BioPharma, Pasadena CA). Both types of media were
equilibrated overnight at 37°C, 5.5% CO2 in air. For Embryo
glue ETs, embryos were placed in Embryo glue after assisted
hatching was performed, between one to three hours prior to
ET, and loaded directly into the catheter from the Embryo glue
dish. For all other ETs, embryos were moved to the modified
HTF solution immediately prior to loading in the catheter.
Wallace catheters were used for all ETs.

Comparison of PRs between the two groups (glue or no glue)
was made using chi-square analysis with p < 0.05 used to deter-
mine significance.

Results

Forty-seven women had ETs using Embryo glue, 28
were fresh ETs and 11 were frozen ETs in women up to
age 41; 6 were recipient ETs. Overall, there was a non-
significant trend for higher clinical and delivered PRs in
women where Embryo glue was not used. The clinical
pregnancy rate was 29.8% (14/47) for Embryo glue vs
40.4% (19/47) for conventional transfer media, and a
delivered pregnancy rate of 23.4% (11/47) vs 38.3%
(18/47), respectively.

Evaluation of the implantation rate also demonstrated
the same trend; 16.2% (18/111) for Embryo glue vs
22.8% (26/114) for no glue (p = NS). Data were further
analyzed by transfer type- fresh, frozen or egg recipient
(Table 1).
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The only significant difference seen was the delivered
pregnancy rate in fresh ETs; significantly more women
had a successful delivery when conventional ET media
was used, 39.3% (11/28) vs 14.3% (4/28) for Embryo
glue (p < .035).

Conclusions

These data suggest that Embryo glue does not improve
implantation in women who have had at least three prior
failed ETs. In fact, a trend for a better outcome was
observed when Embryo glue was not used as the transfer
media.

We purposely chose women who had failed to conceive
despite three or more failed ETs since the possibility
exists that a defect in adhesion molecules may be present

in only a minority of cases and therefore would be more
likely to be manifested in a group with several previous
failures to establish a live pregnancy.
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Table 1. — Comparison of outcome by type of ET (fresh or
frozen or donor egg) and by use or non-use of Embryo glue.

Fresh ETs Recipient ETs Frozen ETs
Embryo No Glue Embryo No Glue Embryo No Glue

glue glu glue

# Transfers 28 28 6 6 13 13
# ET 2.3 ± .8 2.4 ± .8 3.2 ± .4 2.8 ± .4 2.9 ± .8 3.2 + .7
Clinical 25% 39.3% 50% 50% 30.7% 38.5%

PR (7/28) (11/28) (3/6) (3/6) (4/13) (5/13)
Delivered 14.3% 39.3% 50% 50% 30.7% 30.7%

PR (4/28) (11/28) (3/6) (3/6) (4/13) (4/13)
Implantation 15.3% 23.5% 16.7% 18.8% 17.9% 23.3%

rate
(10/65) (16/68) (3/18) (3/16) (5/28) (7/30)
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