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Pap wng kem voi KTBT trong TTTON

e “Poor response”: 9-23% (vollenhoven et al.,, 2008)
e Tilé thanh cdng TTTON thap
e DOng thuan Bologna: dap ¢rng kém — 2 trong 3
> 40 tudi hodc ¢ yéu td nguy co cla dap ng kém
Cé tien can dap ¢ng kém (< 3 nodn vdi KTBT tiéu chuan)

AFC <5-7 hoac AMH<0,5-1,1 ng/ml

Ferraretti et al., Hum Reprod 26
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Di&u tri bd sung cho dap dng kém

Piéu tri bd sung trudce IVF véi DHEA (dehydroepiandrosterone)

Két hop vdi chat &rc ché men thom hod (aromatase inhibitor)
khi KTBT

Két hop vdi hormone tang trudng (growth hormone) khi KTBT
Két hap vdi LH (luteinizing hormone) khi KTBT

Piéu tri bd sung testosterone qua da trudc IVF
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VA TRO CUAANDROGEN TRONG
PAP UNG BUONG TRUNG

Role of decreased androgens in the

ovarian response to stimulation in
older women
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d Sterility 99(1) 2013




w0 ¥ Iy

BENH VIEN PHU SAN TRUNG UONG

National Hospital of Obstetrics and Gynecology

VAI TRO CUA ANDROGEN TRONG
PAP NG BUONG TRUNG

Position Paper

Reproductive Sciences
1-3

Testosterone for Poor Ovarian Responders: © The Auort) 2016
Lessons From Ovarian Physiology DO 101177115357191 16650845

rs.sagepub.com

®SAGE

Nikolaos P. Polyzos, MD, PhD'2, Susan R. Davis, MD, PhD?,

Panagiotis Drakopoulos, MD, MSc', Peter Humaidan, MD, DMSc?,

Christian De Geyter, MD", Antonio Gosalvez Vega, MDE,

Francisca Martinez, MD, PhD®, Evangelos Evangelou, PhD’:8,

Arne van de Vijver, MD', Johan Smitz, MD, PhD', Herman Tournaye, MD, PhD',
Pedro Barri, MD, PhD‘, and The T-TRANSPORT Investigators Group




«N BENH VIEN PHU SAN TRUNG UGNG

National Hospital of Obstetrics and Gynecology

Testoste Ve
Dap (rng kich thich budng trirng

 Testosterone cé thé lam tang chiéu mo cac nang no3n nguyén thuy thanh

nang th(r cap, nang tién hbc
Testosterone lam gidm thoai hod/chét nang noin

Testosterone co vai tro quan trong trong dap &ng clia cdc nang noan vJi
FSH. Diéu trj vdi testosterone cé thé lam tang thu thé FSH trén té bao hat

cla nang noan.

Testosterone co thé lam gia tang sb luvong va chat luong cac té bao hat

trong nang noan.

Testosterone giam dan theo tudi phu n.

Meldrum et al, F&S 20
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Human Reproduction Update, Vol.18, No.2 pp. 127-145, 2012
Advanced Access publication on February 3, 2012 dei:10.1093 /humupd/dmr05 |

« B0 sung testosterone qua da giup ting
ti 1é thai lam sang va ti lé sinh song
trén bénh nhan dap rng kém.

 DHEA, LH, hCG, Letrozole: khong hiéu qua
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" Cac dang Testosterone
st dung qua da

* Testosterone Gel: gel bdi trén da

e Testosterone Patch: miéng dén
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Massin e al, 2006

Testosterone gel (T)

1g gel (10 mg testosterone) / ngay

15-20 ngay, trudc KTBT

RCT, Placebo control. B3t cap, cross-over. N=49

Nong dd testosterone tang & nhdm st dung T so vdi nhdm dbi chirng 0.58
+(0.161én 1.55+ 0.89 ng/ml (P < 0.0001)

Khoéng khac biét cd y nghia thdng ké vé dap ing budng tring. Mau nhd?

nhién, khuynh hudéng tang sb noan, sd phdi, ti 1é cé thai
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Fabregu et al., 2009

RCT, N=62, phu nit da ngung chu ky trudgc do dap ing kém
Piéu tri: Testosterone patch, 2.5mg/ngay, 5 ngay, trudc KTBT,
phac do dai

Ching: FSH liéu cao, mini-dose GnRHa flare-up

S6 ngay KTBT gidm, tdng liéu FSH giam, giam ti Ié ngung chu
ky @ nhédm diéu tri; cd v nghta thong ké.

S6 noan khéng khdc biét cé y nghta thong ké.
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Table Il Gonadotrophin treatment, ovarian response, ovum retrieval and IVF/ICSI outcome in Groups | and 2

Yariable

Diays to ovarfan amest

Group | (n =13}

5.1 4 2.4

Group 2 (n = 31)

4.1 + 1.1

P-value

0.66

Days of ovarian stimulation

103 +212

1+ 19

< (1001

Total I of FSH
Ma. of fallicles on hCG day
10 to < 14 mm
14 to <18 mm
> |8 mm
Ey on hCG day (pg/mi)
Endometrial thickness on hCG day (mm)
Fatients with hCG and ovum rereval (n, %)

3154 + 1168

18407
19+09
4404
1171 + 389
108+ 1.1
25 (B0.6)

3950 + 1870

19408
16+ |

30 +07
1427 + 640
105 +07
15 (56.1)

<0.01

0.60
022
0.15
0.23
0.67
0.08"

10 (32.2)
51415

071
43+13

< (05
025
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Kim et

RCT, 110 bn dap &ng kem
Testosterone gel, 12.5 mg / ngay, 21 ngay, trudc KTBT GnRH ant.

S6 noan, s phoi tot, ti 18 lam o, ti 1& cd thai lAm sang cao hon,

cd vy nghta thong ké & nhom diéu tri.

Khdong ghi nhan tac dung phu
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Comparison of controlled ovarian stimulation results and IVF/ICSI outcome.
TTG pretreatment Control P value

No. of cycles initiated 55 55
No. of cycles retrieved 55 54
No. of ET cycles 54 53
No. of cycles canceled 1(1.8%) 2 (3.6%) NS®
No. of cycles with ICSI 17 (42.5%) 16 (41.0%) NS*
On stimulation day 1

Serum T (ng/mL) 1.9 + 0.4 03402 <.001"

Serum free T (pg/mL) 1.0+ 0.3 04402 <.001"

AFC 5.0 £1.1 43+ 1.1 026"
Days of rhFSH 9.6 + 1.1 105+ 1.6 <.001"°
Total dose of rhFSH 2,552.3 + 397.2 3,000.8 + 449.8 <.001"
Days of GnRH antagonist 45108 53+1.5 0015
No. of follicles on hCG day

14 to <17 mm 27+14 1.4+ 0.7 <.001"

=17 mm 42+14 2.7+1.0 <.001"
EMT on hCG day (mm) 9.8 +1.2 99+14 NS
No. of oocytes retrieved 94419 3.8+1.4 <.001"
No. of mature oocytes 4617 32+12 <.001"
No. of fertilized oocytes 43+1.7 3.0+1.2 <.0015
No. of grade I, Il embryos 1.941.0 13408 .001°
No. of embryos transfered 2609 2.6 £0.7 NS®
Embryo implantation rate (%) 14.3 (20/140) 7.2 (8/138) .019%
Clinical PR per cycle initiated (%) 30.9 (17/55) 14.5 (8/55) .0417
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Transdermal Testosterone
(Gonzalez-Comadran et al., RBMO 2012)
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REVIEW

Effects of transdermal testosterone in
poor responders undergoing IVF: systematic
review and meta-analysis

Mireia Gonzalez-Comadran ®, Montserrat Duran °, Ivan Sola ©¢,
Francisco Fabregues ¢, Ramon Carreras *, Miguel A Checa >"%*
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(a) Live birth

Testostarone Control Risk Ratio Risk Rato
_Study or Subgroup Events Total Events Total Weight M-H, Fixed, 36% Cl M-H, Fixed, 86% Cl
Fabragues et al., 2009 8 3 4 3 333% 1.50 [0.47, 4.80] —
Kimetal., 2011 = 35 755 582% 214 [0.95, 4.84] —l—
Massin et al., 2006 . 27 1 26 B85% 193[0.19 19,98 2
Total (96% CI) 113 112 100.0%  1.91 [1.01, 3.83] e
Total events 23 12
Heterogeneity: Chi* = 0.24, df = 2 (P = 0.89); I* = 0% dmﬁ ﬂi1 1 11‘3 zm
Teatfar overall ellect & = 1.0 (F =005 - Favuurs-cuntn:rl Favours Testosterone
(b) Clinical pregnancy
Testosterone Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 356% CI M-H, Fixed, 95% CI
Fabregues et al., 2009 8 31 4 31 307% 1.50 [0.47, 4.80] B
Kimetal., 2011 17 55 B 55 B14%  2.13[1.00,451] ——
Massin et al., 2008 4 27 1 26 7.8% 385[046 3222 . 4
Total (95% Cl) 113 112 100.0%  2.07[1.13,3.78] -l
Total events 27 13
Hete ity: Chi? = 0.63, df = 2 (P = 0.73); I = 0% F—t— ——t—
o, e T I o) 0102 05 1 2 5 10
Test for overall effect 2= 2.36 (P =0.02) Favours Control  Favours Testosterone
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(d) Number of metaphase Il oocytes

Testosterone Control Mean Difference Mean Difference
_ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fabregues et al., 2009 41 18 31 36 21 31 21.7% 0.50[-0.47, 1.47] ®
Kimetal., 2011 46 17 55 3212 55 679% 1.40[0.88, 1.99] . B
Massin et al., 2006 375 334 27 33 16 26 104% 0.45[-0.95, 1.85] —
Total (95% Cl) 13 112 100.0% 1.11[0.65, 1.56] &

Heterogeneity: Chi? =3.43, df =2 (P = 0.18); 1> = 42%
Test for overall effect. Z=4.78 (P < 0.00001)

(e) Total dose of FSH administered

Testosterone Control
_ Study or Subgroup Mean  SD Total Mean SD Total

4 2 0 2 4
Favours Control Favours Testosterone

Mean Difference Mean Difference
Weight IV, Fixed, 96% CI IV, Fixed, 95% ClI

Fabrequesetal, 2009 3154 1,168 31 3950 1870 3t
Kim et al, 2011 25523 3971 55 3000 498 55
Massin el al,, 2006 3530 965 27 4005 1136 26

Total (95% Cl) 13 112
Heterogeneity: Chi* = 0.74, df = 2 (P = 0.69), P = 0%
Test for overall effect: Z = 6.04 (P < 0,00001)

37% -796.00[-1572.13,-19.87) *
89.3% -447.70[-606.27, -289.13]
6.9% -466.00[-1034.47, 10247 ¢ v

100.0% -461.96 [-611.82, -312.09] -

4000 500 0 500 1000
Favaurs Control - Favours Testosterone
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Kim et al., 2014
* RCT, 120 bn dap &ng kém

* Chia ngau nhién thanh 3 nhdm. KTBT GnRH ant.
* Testosterone gel, 12.5mg/ ngay, 2 tuan
* Testosterone gel, 12.5mg/ ngay, 3 tuan

» Testosterone gel, 12.5mg / ngay, 4 tuan

e Nhom 3, 4 tuan: tang AFC, tang tudi mau BT, tang s6 noan (khdc

biét cd y nghia thong ké)

e Nhom 4 tuan: tang ti thai 1dm sang va thai sinh sdng (khac

shia thong ké).
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Table 2. Comparison of controlled ovarian stimulation results and IVF-ET outcome

Control

2 wks
treatmment

3 wks
reattment

4 whks
treatiment

No. of eveles imtiated
No. of cyeles retrieved
Mo, of ET cycles

Mo, of cyeles cancelled
Omn stimulation day 1
AFC

Rl of OSA
Total dose of thFSH (L)
Days of rhFSH administered
MNo. of oocytes retneved
Mo, of mature oocytes
No. of fertilized oocytes
No. of grade 1, Il embryos
MNo. of embryos transferred
CPR per cycle initiated (%)
Miscarriage rate per clinical pregnancy (%a)
Live birth rate per cyele imtiated (%)

30
28
27

3 (10.0%)

4.0+1.3
5.9+ 0.6
0,95 + 0.03
3025044259
10.6=1.5
3,913
3.1£1.1
3111
1.5+0.6
2.9+0.9
10.0{3/30)
33.3(1/3)
6.7 (2/30)

30
29
23
2 (6.7%)

41+12
5.7+05
0,94 + (.03
2,765.7+567.8
10.2+1.7
4 3+1.6
3.6+1.3
35413
1606
2.7+0.7
16.7 (5/30)
2000(1/5)
13.4 (4/30)

30
30
30

0

49+1.1°
3.2+04°
0.92 + 0.03°
2,596,7+£335.3°
9.6+1.1°
5.3£2.0°
4.5+ 8°
42417
2.2+0.6"
2.9+0.9
30.0(9/30)
22.2(2/9)
2000 (6/30)

30
30
30

0

52+ 1.0°
4.7+ 04°
0.89 = 0,03
2.643.54389.0°
9 8+1.0°
5.8+1.0°
4.9+1.6°
4.6+1.6°
2.1+0.7"
2908
36.7(11/30)
18.2(2/11)
30.0 (9/30)"
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Bosdou ' al., 2016

Testosterone Gel — BGi da

10mg / ngay

21 ngay

N =39 (NC 26 — Chirng 24)

Khéng khac biét: sd noan (3,5 vs 3,0; p 0,76)

Khong khac biét vé thai Idm sang va sinh song
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Tac dung phu cla bé sung
Testosterone qua da

* Trong cac NC bd sung Tes. qua da, chua ghi nhan tac

dung phu.

* Goldstat et al., 2003: testosterone gel 10 mg / ngay, 3
thang, phu nir man kinh. Khong ghi nhan tac dung phu

* Gelfand & Wiita, 1997: khuyén cdo khong sir dung
testosterone gel (< 10 mg/day), cho phu nlr man kinh,

qua 6 thang.
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Kinh nghem si dung tai IVFMD

* Testosterone Gel
e 10mg/ ngay
* 4 —8tuan
e Cach s dung 1/5 gdi 1 ngay (gdi 50mg T.)

e Chuycach luvu trir
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Cac van dé hién nay

B sung Testosterone qua da co thé cd hiéu qua cai thién két
qua IVF

K&t qua cac nghién clru khac nhau, mau nhd, thiét ké khong
dong nhat
e Cac gia thuyét:
* Hiéu qua hon v&i mot nhdm bn cu thé ?
 Thoigian diéu tri khong du ?

e Can NC cd mau lén hon ?
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Can nghién clru

e O ngudi, nang nodn tr “pre-antral” dén “antral” khoang 70

ngay. Can cho testosterone dai ngay hon ?
e Liéu T qua da: 10mg/ngay, trén mic sinh ly clia phu ni
* Can NC c6 ¢ mau Idn hon
Nghién ctru T-TRANSPORT

Lidu 5,5mg/ngay. Kéo dai it nhat 60 ngay. C8 mau >400
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T‘T RANS PO RT Testosterone TRANSdermal gel for Poor Ovarian Responders Trial

TITLE PAGE

Abbreviated Title Testosterone TRANSdermal gel for Poor Ovarian
Responders Trial (T-TRANSPORT)

Transdermal testosterone gel for poor ovarian responders. A

multicentre double-blind placebo controlled randomized trial.

Clinical Phase m

Protocol Code 2014.TTRANSPORT
Study Sponsor Universitair Ziekenhuis Brussel

EudraCT No. 2014-001835-35
Clinicaltrials.gov No. NCT02418572

Chief investigator Nikolaos P. Polyzos MD PhD
MEDICAL DIRECTOR
Centre for Reproductive Medicine
UNIVERSITAIR ZIEKENHUIS BRUSSEL

1090, BRUSSELS, BELGIUM
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Nghin ciru T-TRANSPORT

IESTOSTERONE GEL 1% hpHM
0.5 f-u; day (5 ?-|1'.:;| testostarone) 00N I_I.'|:a||':.-

Triptorelin 0.1/0.1mi daily

L J
I Vaginal progesterone
Cycle day 21  Stimulaion D1 tablets 200mg x3

L =

14 days
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Két luan

 BO sung testosterone qua da cd thé cai thién két qua IVF trén bn

dap ung kem.
* Hai dang testosterone: gel béi va miéng dan

 Thoi gian st dung phai da dai trudce khi KTBT (>60 ngay, gidam liéu

?)
e An toan, it tac dung phu, chi phi khéng cao

* Kinh nghiém s dung & VN — can thém di liéu
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