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Does salpingectomy have a
deleterious impact on
ovarian response in in vitro
fertilization cycles?

Sang-Hee Yoon, M. D Ji Young Lee, M.D.,° Soo-Nyung Kim, M.D.,” Hye Won Chung, M.D.,¢
So Yun Park, M.D.,% and Chulmin Lee, M.D.2
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Obstetrics and Gynecology, Research Institute of Medical Science, Konkuk University School of Medicine; © Department
of Obstetrics and Gynecology, School of Medicine, Ewha Women's University; and 9 Department of Obstetrics and
Gynecology, University of Ulsan College of Medicine, Asan Medical Center, Seoul, South Korea
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Intrauterine injection of human
chorionic gonadotropin before
embryo transfer can improve

In vitro fertilization-embryo transfer
outcomes: a meta-analysis of
randomized controlled trials

MingXia Gao, M.D.,®¢ XiangYan Jiang, M.D.,” Bin Li, M.D.,° LiFei Li, M.D.,*¢ MengTao Duan, M.Sc.,”
XueHong Zhang, M.D.,*< JinHui Tian, M.D.,* and KeYan Qi, M.D.

2 Reproductive Medicine Hospital of the First Hospital of Lanzhou University; ° Second Clinical Medical College of Lanzhou
University; € Key Laboratory for Reproductive Medicine and Embryo of Gansu Province; ¢ General Surgery Department of

the First Hospital of Lanzhou University; © Evidence-Based Medicine Center of Lanzhou University; and ' Beijing Maternity
Hospital of Capital Medical University, People's Republic of China
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FIGURE 2

A Experimental Control Odds Ratio Odds Ratio
—Study or Subgroup __ Events Total Events Total Weight M-H. Fixed, 95% Cl M-H, Fixed, 95% CI
Aaleyasin et al, 2015 105 240 66 243 36.3% 2.09 [1.43, 3.05] =
Hong et al, 2014 87 148 79 152 31.6% 1.32[0.83, 2.08] ™
Hosseini et al, 2016 14 50 4 50 28%  4.47[1.36, 14.76] -
Huang et al, 2016 32 62 35 99 12.8% 1.95[1.02, 3.72] —
Navali et al, 2016 29 71 9 67 54%  4.45[1.91,10.38] -
Zarei et al, 2013 27 84 18 98 11.1% 2.11[1.06, 4.18] T
Total (95% Cl) 655 709 100.0% 2.02 [1.61, 2.55] +
Total events 294 211 . . . .
Heterogeneity: Chi? = 8.46, df =5 (P =0.13); ?=41% 01 1 1'0 100'

Test for overall effect: Z = 5.97 (P < 0.00001)

Favours [control] Favours [experimental]

Odds Ratio
M-H. Fixed. 95% CI

B
Experimental Control Odds Ratio
—Study or Subgroup _ Events Total Events Total Weight M-H. Fixed, 95% CI

Aaleyasin et al, 2015 67 108 47 107 27.6% 2.09 [1.21, 3.60]
Mansour et al, 2011 98 240 60 243 54.3% 2.10[1.43, 3.11]
Wirleitner et al, 2015 24 45 26 48 18.1% 0.97 [0.43, 2.19]
Total (95% ClI) 393 398 100.0% 1.89 [1.41, 2.54]
Total events 189 133

Heterogeneity: Chi? = 3.01, df =2 (P = 0.22); I? = 34%
Test for overall effect: Z = 4.26 (P < 0.0001)

Intrauterine hCG injection before ET: LBR (a) and OPR (b).

(A) Forest plot of live birth rate in patients treated with or without intrauterine hCG injection before ET. (B) Forest plot of ongoing pregnancy ratein

patients treated with or without intrauterine hCG injection before ET.
Gao. hCG injection improves IVF-ET outcomes. Fertil Steril 2019.
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A

__Study or Subgroup

Total Events Total Weight M-H. Fixed. 95% ClI

Aaleyasin et al, 2015
Cambiaghi et al, 2013
Dehghani Firouzabadi et al, 2016
Eskandar et al, 2016
Hosseini et al, 2016
Huang et al, 2016
Mansour et al, 2011
Mostajeran et al, 2017
Navali et al, 2016
Santibanez et al, 2014
Singh et al, 2014
Wirleitner et al, 2015
Zarei et al, 2013

Total (95% Cl)
Total events

_Study or Subgroup

Total Events Total Weight M-H, Fixed, 95% CI

Aaleyasin et al, 2015
Dehghani Firouzabadi et al, 2016
Eskandar et al, 2016
Hosseini et al, 2016
Huang et al, 2016
Mansour et al, 2011
Mostajeran et al, 2017
Navali et al, 2016
Santibanez et al, 2014
Wirleitner et al, 2015
Zarei et al, 2013

Total (95% ClI)

22.0%
1.4%
8.2%

10.6%
2.0%
7.4%
9.1%
2.4%
3.2%
9.7%
9.4%
7.5%
6.9%

1150 100.0%

24.7%
9.2%
11.9%
2.3%
8.3%
10.2%
2.7%
3.6%
10.9%
8.5%
7.7%

1020 100.0%

Experimental Control
Events
120 240 78 243
18 22 14 22
35 106 16 51
69 139 32 101
14 50 5 50
37 62 42 99
80 107 63 105
13 46 6 48
36 71 11 67
51 101 36 109
39 108 26 108
25 48 28 49
29 84 20 98
1184
566 377
Heterogeneity: Chi? = 15.04, df = 12 (P = 0.24); I = 20%
Test for overall effect: Z = 7.83 (P < 0.00001)
Experimental Control
Events
120 240 78 243
35 106 16 51
69 139 32 101
14 50 5 50
37 62 42 99
80 107 63 105
13 46 6 48
36 71 11 67
51 101 36 109
25 48 28 49
29 84 20 98
1054
509 337

Total events

Heterogeneity: Chi? = 14.75, df = 10 (P = 0.14); I> = 32%
Test for overall effect: Z = 7.50 (P < 0.00001)

Intrauterine hCG injection before ET: CPR (a) and sensitivity analysis of CPR

Odds Ratio

Odds Ratio
M-H, Fixed, 95% ClI

2.12 [1.46, 3.06]
2.57 [0.64, 10.31]
1.08 [0.53, 2.21]
2.13[1.24, 3.63]
3.50 [1.15, 10.63]
2.01[1.05, 3.83]
1.98 [1.10, 3.55]
2.76 [0.95, 8.03]
5.24 [2.36, 11.61]
2.07 [1.18, 3.61]
1.78 [0.99, 3.22]
0.82 [0.37, 1.82]
2.06 [1.06, 4.00]

2.02 [1.70, 2.41]

Odds Ratio

-

IRII

i 1

0.1 10 100

2.12 [1.46, 3.06]
1.08 [0.53, 2.21]
2.13[1.24, 3.63]
3.50 [1.15, 10.63]
2.01[1.05, 3.83]
1.98 [1.10, 3.55]
2.76 [0.95, 8.03]
5.24 [2.36, 11.61]
2.07 [1.18, 3.61]
0.82[0.37, 1.82]
2.06 [1.06, 4.00]

2.04 [1.69, 2.46]

0.01 1
Favours [control] Favours [experimental]
Odds Ratio
M-H, Fixed, 95% Cl
-
——
L 4
0.01 0.1 1 10 100

Favours [control] Favours [experimental]

(b).



Effect of GnRH agonist and letrozole
treatment in women with recurrent
Implantation failure

Naama Steiner, M.D.,*® Guy Shrem M.D.,%® Samer Tannus, M.D.,? S Yehuda Dahan,*
Jacques Balayla, M. D M.P. H Alexander Volodarsky-Perel, M.D.,*? Seang-Lin Tan, M.D.,?
and Michael H. Dahan M.D.®

4 Division of Reproductlve Endocrinology and Infertility, Department of Obstetrlcs and Gynecology, ® MUHC Reproductive
Centre, and € High School Student Research Rotation, McGill University; and ® Originelle Fertility Clinic and Women's Health
Centre, Montreal, Quebec, Canada
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Stimulation characteristics and cycle outcomes.

Group 1: no treatment Group 2: GnRH agonist Group 3: GnRH agonist +
Characteristic (n = 204) alone (n = 143) letrozole (n = 176) PValue
Fresh cycle
Days of stimulation 10.3+ 33 98 +3.2 99+ 33 31
Gonadotropin dose 2,204 + 1,246 1,979 + 1,478 2,018 + 1,464 .26
Frozen blastocysts 29+1.2 27+14 2.8+ 0.6 .25
ICSI 79.9% (163/204) 76.2% (109/143) 83.0% (146/176) 33
FERC treatment following the assigned treatment
Gardner grade .38
AA 12% (29) 14% (24) 9% (19)
AB 28% (68) 31% (53) 28% (59)
BA 42% (103) 33% (57) 44% (93)
BB 18% (45) 22% (38) 19% (40)
Clinical pregnancy rates 40% (82) 42% (60) 63% (111)*° <.0001
Live birth rates 34% (70) 36% (51) 56% (99)>° <.0001

None of the other post hoc tests (not indicated with superscript a or b) were significantly different (chi-square or Tukey honest significant difference, as appropriate). FERC = frozen-embryo replace-
ment cycle; ICSI = intracytoplasmic sperm injection.

# Post hoc test (chi-square) group 1 vs. group 3: P<.0001.

b Post hoc test (chi-square) group 2 vs. group 3: P<.0001.

Steiner. GnRH agonist plus letrozole in RIF. Fertil Steril 2019.

Fertil Steril 2019 July ;112(1):98-104
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The role of iImmunotherapy iIn in vitro
fertilization: a guideline

Practice Committee of the American Society for Reproductive Medicine

American Society for Reproductive Medicine, Birmingham, Alabama

There is insufficient evidence to recommend tacrolimus
to improve IVF-ET outcome. (From a single Level-II study
of Low quality). (Grade C).

C: Low Quality or Major Flaws
Little evidence with inconsistent results; insufficient sample size for the study design;
conclusions cannot be drawn

Fertility and Sterility® Vol. 110, No. 3, August 2018



Tacrolimus

The establishment of a healthy pregnancy requires maternal immune tolerance
to the invading trophoblast to ensure successful implantation and adequate
placentation and fetal growth. Thl and Th2 mediate immune rejection and
tolerance, with recurrent implantation failure being associated with a high
peripheral blood Th1/Th2 ratio. A Thl immune response is associated with
allograft, as well as embryo, rejection . Based on this rationale, a prospective
study evaluated the effect of treating patients with recurrent implantation failure
with tacrolimus—an immunosuppressive drug that inhibits antigen-induced
lymphocytic proliferation, cytotoxic T-cell formation, IL-2 receptor expression,
and the production of IL-2 and interferon-gamma. The study included patients
with a history of at least five prior failed IVF cycles and elevated peripheral blood
Th1/Th2 ratios and compared the outcomes of patients who received 1 to 3 mg
tacrolimus 2 days prior to ET. When comparing IVF outcome of treated patients
(n1/425) and untreated controls (n1/417), the treated cohort had significantly
higher clinical pregnancy (per ET, treated 64% vs. untreated 0%, P<.0001) and
live-birth rates (treated 60% vs. untreated 0%, P<.0001) . These results should be
interpreted with caution as the study was subject to selection bias due to lack of
randomization and a small sample size.
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