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Hela populationen

Graviditet

Alla sju studierna har redovisat andelen kvinnor med en graviditet, for totalt 3 442
randomiserade kvinnor efter den forsta planerade embryoaterforingen och for de 3 049 kvinnor
som fick en embryoaterforing [1-7].

Graviditeter efter den forsta planerade embryoaterféringen per randomiserad kvinna (ITT-analys)
Andelen graviditeter per randomiserad kvinna efter den férsta planerade embryoaterforingen
fran de sju studierna vidgdes samman i en metaanalys som inte visade nagon statistiskt
signifikant skillnad i graviditetsfrekvens mellan grupperna (OR 0,97;95 % KI 0,81 till 1,17)

(Figur 1). Var bedémning ar att efter den forsta planerade embryoaterforingen ar effekten av IVF
med eller utan PGT-A jamforbar vad galler andelen graviditeter. Tillforlitligheten till resultatet
bedoms vara mattlig (D@D O) pa grund av risk for bias i de inkluderade studierna (Tabell 5.4 i
SBU-rapporten, www.sbu.se/393).
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Figur 1 Andel kvinnor med graviditet efter den forsta planerade embryoaterféringen per kvinna
som randomiserats till IVF med eller utan PGT-A.

PGT-A Control Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.5.1 Low RoB
Munne 2019 165 330 175 331 21.0% 0.89 [0.66 , 1.21]
Yan 2021 422 606 427 606 26.0% 0.96 [0.75 . 1.23]
Subtotal (Walda) 936 937 47.0% 0.93 [0.77 , 1.13]
Total events: 587 602

Test for overall effect: Z = 0.71 (P = 0.48)
Heterogeneity: Tau? (DLb) = 0.00; Chiz= 0.14, df = 1 (P = 0.71); I*= 0%

6.5.2 Moderate RoB

Rubio 2017 37 138 41 140 10.1% 0.88 [0.52 . 1.49]
Verpoest 2018 57 205 54 191 132% 0.98 [0.63 . 1.52]
Subtotal (Walda) 343 331 23.4% 0.94 [0.67 , 1.31]
Total events: 94 95

Test for overall effect: Z = 0.37 (P = 0.71)
Heterogeneity: Tau® (DLb) = 0.00; Chi® = 0.08, df = 1 (P = 0.78); I*= 0%

6.5.3 High RoB

Ozgur 2019¢ 61 109 76 111 9.4% 0.59[0.34 , 1.02] ——
Scott 2013 67 72 71 83 2.8% 2.26[0.76 ,6.77]

Wang 20224 17 282 83 238 17.5% 1.32 [0.93 , 1.89] re-
Subtotal (Walda) 463 432 29.6% 1.10 [0.56 , 2.19]

Total events: 245 230

Test for overall effect: Z =028 (P = 0.78)
Heterogeneity: Tau® (DLP) = 0.25; Chi* = 7.75, df =2 (P = 0.02); I = T4%

Total (Walda) 1742 1700 100.0% 0.97 [0.81, 1.17]

Total events: 926 927

Test for overall effect: Z = 0.29 (P = 0.77) 001 01 y 0 100
Test for subgroup differences: Chif=0.22, df=2(P=090), F=0% Favours control Favours PGT-A

Heterogeneity: Tau? (DLb) = 0.02: Chi® = 8.88, df = 6 (P = 0.18); I2 = 32%

Footnotes

aCl calculated by Wald-type method.

bTau’ calculated D}’ DerSimonian and Laird method.

CAssume O deliveries for those excluded due to 2 embwos transferred.

dNaturaI pregnancies (NZS PGT-A, N=1 Control) have been removed, i.e. assumed to be 0.

Graviditeter for de med en genomford embryoaterforing

Da andelen graviditeter for de som fatt en embryoaterforing fran de sju studierna vagdes
samman i en metaanalys visade den inte nagon statistiskt signifikant skillnad i
graviditetsfrekvens mellan grupperna (OR 1,25; 95% Kl 1,00 till 1,57) (Figur 2). Det var dock fem
procentenheter fler graviditeter for de som fatt en embryoaterfoéring i PGT-A gruppen (Tabell 5.4).
Var bedémning ar att det inte gar att bedoma om det ar en skillnad i andel graviditeter for de som
fatt en embryoaterforing. Detta eftersom resultatet ar osékert da det andras fran en icke
statistiskt signifikant skillnad till en statistiskt signifikant skillnad beroende pa om resultatet
redovisas som en absolut eller relativ skillnad. Resultatet paverkas dven da enstaka studier
utesluts i kanslighetsanalyser. Tillforlitligheten till resultatet bedoms darfor vara mycket lag
(+000) pa grund av risk for bias i de inkluderade studierna samt mycket allvarliga brister i
precision for det sammanvagda resultatet (Tabell 5.4).
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Figur 2 Andel kvinnor som far en graviditet avde med en genomford embryoaterforing vid IVF
med eller utan PGT-A.

PGT-A Control Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.6.1 Low RoB
Munne 2019 165 274 175 33 200% 1.19 [0.86 , 1.66] -
Yan 2021 422 576 427 594 239% 1.07 [0.83 . 1.39] e
Subtotal (Walda) 850 907 43.9% 1.12[0.91, 1.37] .
Total events: 587 602
Test for overall effect: Z=1.07 (P =0.29)
Heterogeneity: Tau® (DLP) = 0.00; Chi* = 0.26, df=1 (P =0.61). 1°=0%
6.6.2 Moderate RoB
Rubio 2017 37 68 41 95 9.5% 1.57 [0.84 , 2.94] T
Verpoest 2018 57 149 54 171 142% 1.34 [0.85 , 2.13] T
Subtotal (Walda) 217 266 23.7% 1.42 [0.98 , 2.06] ‘
Total events: 94 95
Test for overall effect: Z = 1.85 (P = 0.06)
Heterogeneity: Tau? (DLb) = 0.00; Chi# = 0.16, df = 1 (P = 0.69); I*= 0%
6.6.3 High RoB
Ozgur 2019¢ 61 103 76 111 11.1% 0.67 [0.38 . 1.17] —t
Scott 2013 67 72 71 83 3.8% 2.26[0.76 . 6.77]
Wang 20224 117 224 83 216 17.5% 1.75[1.20 , 2.56] -
Subtotal (Walda) 399 410 32.4% 1.31[0.62, 2.75] ’
Total events: 245 230
Test for overall effect: Z=0.71 (P = 0.47)
Heterogeneity: Tau® (DLP) = 0.31; Chi*=8.69, df =2 (P=0.01); F=T77%
Total (Walda) 1466 1583 100.0% 1.25 [1.00, 1.57]
Total events: 926 927 ’.
Test for overall effect: Z = 1.92 (P = 0.06) 001 01 y 0 100
Test for subgroup differences: Chi#=1.31. df =2 (P =0.52). F=0% Favours Control Favours PGT-A

Heterogeneity: Tau? (DLbP) = 0.04: Chi® = 10.92, df = 6 (P = 0.09): I* = 45%

Footnotes

aCl calculated by Wald-type method.

bTau’ calculated D}’ DerSimonian and Laird method.

CThose excluded due to 2 embryos transferred not included.

dNaturaI pregnancies (NZS PGT-A, N=1 Control) have been removed, i.e. assumed to be 0.

Ektopisk graviditet

Andelen ektopiska graviditeter har redovisats i tva studier [3] [7]. En av studierna bedémdes ha
en lag risk for bias for utfallet [7] och den andra en mattlig risk for bias. Utfallet har i den ena
studien [3] redovisats som andelen ektopiska graviditeter av alla kliniska graviditeter efter den
forsta embryoaterforingen och i den andra studien [7] som andelen ektopiska graviditeter av alla
biokemiska graviditeter fran samtliga embryoaterforingar fran ett agguttag. Ingen statistiskt
signifikant skillnad i andel ektopiska graviditeter sags i ndgon av studierna. | Rubio 2017
drabbades ingen (0/37) av kvinnorna i PGT-A gruppen av ektopisk graviditet och i kontrollgruppen
drabbades 4,9 procent (2/41) [3]. | Yan 2021 var det 0,4 procent (2/526) i PGT-A gruppen och

0,7 procent (4/571) i kontrollgruppen som drabbades [7].Eftersom studierna redovisat ektopisk
graviditet pa olika satt har ingen sammanvagning av resultatet gjorts och vi gor inte heller nagon
beddmning av tillforlitligheten.
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Tid till forlossning

Den totala behandlingstiden till forlossning har redovisats i tva studier [5] [7], som bada
bedomdes ha en mattlig risk for bias for detta utfall. Ingen skillnad i tid till forlossning sags i
nagon av studierna (Tabell 1). Eftersom studierna redovisat tid till forlossning pé olika satt har
ingen sammanvagning av resultatet gjorts och vi gor inte heller nagon bedémning av
tillforlitligheten.

Tabell 1 Resultat relaterat till tid till forlossning i de inkluderade studier.

Studie Tid vid IVF med PGT-A Tid vid IVF utan PGT-A Resultat

Verpoest Ingen skillnad

etal. Log-rank test: p=0.82
2018

(5]

Yanetal. | Medel antal manader (SD) | Medel antal manader (SD) Ingen skillnad

2021 12,5 (2,0) 12,4 (2,3) RD: 0,1 [-0,2 till 0,4]
[7]
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Subgruppsanalys: kvinnor 35 ar och aldre

Forlossningar med levande barn per randomiserad kvinna efter den forsta planerade
embryoaterféringen

Figur 3 Andel kvinnor med en forlossning med levande barn efter den forsta planerade
embryoaterforingen per kvinna som randomiserats till IVF med eller utan PGT-A. Metaanalysen
har grupperats utifran kvinnornas alder.

PGT-A Control QOdds ratio Qdds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.15.1 Advanced age - 35 years or older
Munne 201928 62 151 55 154 12.4% 1.25[0.79 . 1.99] =
Rubio 20170 36 138 23 140 9.4% 1.80[1.00, 3.23] =
Verpoest 2018¢ 44 205 38 191 1M1.7% 1.10 [0.68 , 1.79] -
Subtotal (Waldd) 494 485 33.5% 1.31[0.98, 1.75] I‘
Total events: 142 116
Test for overall effect: Z = 1.80 (P = 0.07)
Heterogeneity: Tau® (DL®) = 0.00; Chi*=1.64, df =2 (P =0.44), 7=0%
6.15.2 35 years or younger
Munne 20197 76 179 89 177 13.7% 0.73[0.458 , 1.11]
Ozgur 20194 56 109 65 111 10.6% 0.75[0.44 . 1.27] —t
Subtotal (Waldd) 288 288 24.3% 0.74 [0.53 , 1.02] ‘
Total events: 132 154
Test for overall effect: Z =1.82 (P = 0.07)
Heterogeneity: Tau® (DL&) = 0.00; Chi#=0.01, df =1 (P=0.94); = 0%
6.15.3 Mixed ages
Scott 20130 61 72 56 83 6.2% 267 [1.21,5.89] —_—
Wang 20221 111 282 79 238 156% 1.31[0.91 . 1.87] e
Yan 2021 382 606 369 606  20.5% 1.10 [0.67 |, 1.38] o
Subtotal (Waldd) 960 927 423% 1.34 [0.94 , 1.91] ‘
Total events: 554 504
Test for overall effect: Z=1.61 (P =0.11)
Heterogeneity: Tau® (DL®) = 0.05; Chi*=4.76, df =2 (P = 0.09); I*= 58%
Total (Waldd) 1742 1700 100.0% 1.15[0.92, 1.44]
Total events: 8§28 774 r
Test for overall effect: Z = 1.24 (P = 0.22) 0ob1 o1 y o 100
Test for subgroup differences: Chi* = 8.24, df =2 (P =0.02), F=75.7% Favours control Favours PGT-A

Heterogeneity: Tau? (DL&) = 0.05; Chi? = 14.38, df = 7 (P = 0.04); I = 51%

Footnotes

aSubgroup 35-40 years

bStudy included 38-41 years.

CStudy included 36-40 years.

dC| calculated by Wald-type method.

eTau® calculated by DerSimonian and Laird method.

fSubgroup <35 years.

9Study included <35 years. Assume 0 deliveries for those excluded due to 2 embryos transferred.
hStudy included 21-42 years.

iAges <32 to =38 years. Live births from natural pregnancies (N=6 PGT-A, N=1 Control) have been removed, i.e. assumed to be 0.
Istudy included 20-37 years.
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Forlossningar med levande barn for samtliga embryoaterféringar fran ett agguttag, per
randomiserad kvinna

Figur 4 Andel kvinnor med en férlossning med levande barn efter samtliga embryoaterféringar
fran ett agguttag per kvinna som randomiserats till IVF med eller utan PGT-A. Metaanalysen har
grupperats utifran kvinnornas alder.

PGT-A Control Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI

6.14.1 Advanced age - older than 35 years

Rubio 20172 37 138 35 140 20.9% 1.10 [0.64 , 1.88] e
Verpoest 20180 50 205 45 191 26.3% 1.05 [0.66 , 1.66] -
Yan 2021¢ 16 29 23 30  58% 0.37[0.12 , 1.15] -
Subtotal (Waldd) 372 361 53.0% 0.93[0.59, 1.45] &
Total events: 103 103

Test for overall effect: Z = 0.33 (P = 0.74)
Heterogeneity: Tau? (DLe) = 0.06; Chi* = 3.09, df = 2 (P = 0.21); I* = 35%

6.14.2 35 years or younger

Yan 2021f 452 877 473 576 47.0% 0.79[0.59 . 1.05]
Subtotal 577 576 47.0% 0.79 [0.59, 1.05]
Total events: 452 473

Test for overall effect: Z=1.61(F=0.11)
Heterogeneity: Not applicable

Total (Waldd) 949 937 100.0% 0.87 [0.66 , 1.15]

Total events: 555 a76 ﬁ

Test for overall effect: Z = 0.97 (P = 0.33) 001 o1 p o 100
Test for subgroup differences: Chi* = 0.36, di =1 (P = 0.55), F= 0% Favours control Favours PGT-A

Heterogeneity: Tau? (DL&) = 0.02; Chi? = 3.97, df = 3 (P = 0.26); 12 = 24%

Footnotes

8Study included 38-41 years.

bStudy included 36-40 years.

CSubgroup =35 years (36-37 years). May include natural pregnancies, not possible fo remove as age is not known for these.
dClI calculated by Wald-type method.

€Tau® calculated by DerSimonian and Laird method.

fSubgroup =35 years. May include natural pregnancies, not possible to remove as age is not known for these.

www.sbu.se/393
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Sammantaget matt pa andel férlossningar med levande barn per randomiserad kvinna for
de som genomgar en IVF-behandling

Figur 5 Sammantagen andel férlossningar med levande barn for de som genomgar en IVF-
behandling med eller utan PGT-A per kvinna som randomiserats. | forsta hand efter samtliga
embryoaterforingar fran ett a4gguttag och i andra hand den forsta planerade embryoaterforingen.
Metaanalysen har grupperats utifran kvinnornas alder.

PGT-A Control Qdds ratio Qdds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

6.13.1 Advanced age - 35 years or older

Munne 20192 62 151 55 154 121% 1.25[0.79, 1.99] 1o
Rubio 20170 37 138 35 140 10.5% 1.10 [0.64 , 1.88] ——
Verpoest 2018¢ 50 205 45 191 121% 1.05 [0.66 , 1.66] ——
Yan 2021d 16 29 23 30 3.8% 0.37 [0.12, 1.15] —
Subtotal (Walde) 523 515 3B.5% 1.04 [0.76 , 1.43] ’
Total events: 165 158

Test for overall effect: Z = 0.26 (P = 0.80)
Heterogeneity: Tau? (DLf) = 0.02; Chi® = 3.85, df = 3 (P = 0.28); I = 22%

6.13.2 35 years or younger

Munne 20198 76 179 89 177 13.2% 0.73[0.48 , 1.11] o
Ozgur 201gh 56 109 65 M 106% 0.75[0.44 , 1.27] el
Yan 20211 452 577 473 576  165% 0.79[0.59 , 1.05] .
Subtotal (Walde) 865 864  40.3% 0.76 [0.61, 0.95] ¢
Total events: 584 627

Test for overall effect: Z = 2.41 (P = 0.02)
Heterogeneity: Tau? (DLT) = 0.00; Chiz = 0.09, df = 2 (P = 0.95); I = 0%

6.13.3 Mixed ages

Scott 2013 61 72 56 83  6.5% 267 [1.21.5.89] —_—
Wang 2022k 111 282 79 238 14.7% 1.31[0.91, 1.87] e
Subtotal (Walde) 354 321 21.2% 1.71[0.87 , 3.37] <
Total events: 172 135

Test for overall effect: Z = 1.55 (P = 0.12)
Heterogeneity: Tau® (DLf) = 0.16: Chi* = 2.62, df = 1 (P = 0.11); I = 62%

Total (Wald®) 1742 1700 100.0% 1.00 [0.78 , 1.27]

Total events: 921 920 T

Test for overall effect: Z = 0.03 (P = 0.98) 001 o1 p o 100
Test for subgroup differences: Chi* = 6.36, df = 2 (P = 0.04), I = 68.5% Favours control Favours PGT-A

Heterogeneity: Tau? (DLT) = 0.07; Chi# = 17.91, df = 8 (P = 0.02); I = 55%

Footnotes

aSubgroup 35-40 years. Per first planned embryo transfer (ET).

bStudy included 38-41 years. Per oocyte retrieval.

cStudy included 36-40 years. Per oocyte refrieval.

dSubgroup =35 years. Per oocyte retrieval. May include natural pregnancies. not possible to remove as age is not known for these.
€Cl calculated by Wald-type method.

fTau® calculated by DerSimonian and Laird method.

9Subgroup <35 years. Per first planned ET.

hStudy included =35 years. Per first planned ET. Those excluded due to 2 embryos transferred not included.

iSubgroup =35 years. Per first planned ET. May include natural pregnancies, not possible to remove as age is not known for these.
iStudy included 21-42 years. Per first planned ET.

kages <32 to »38 years. Per first planned ET. Live births from natural pregnancies (N=6 PGT-A, N=1 Control) assumed to be 0.
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Forlossningar med levande barn for de med en genomford embryoaterforing

Figur 6 Andel kvinnor med en forlossning med levande barn avde med en genomford
embryoaterforing vid IVF med eller utan PGT-A. Metaanalysen har grupperats utifran kvinnornas
alder.

PGT-A Control Odds ratio Odds ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

6.16.1 Advanced age - 35 years or older

Munne 20192 62 122 54 145 12.6% 1.74[1.07 , 2.84] .
Rubio 20170 36 68 23 95  9.5% 3.52[1.80 . 6.87] .
Verpoest 2018¢ 44 149 38 171 12.3% 1.47[0.89 , 2.43] e
Subtotal (Waldd) 339 411 34.5% 1.98 [1.24, 3.17] &
Total events: 142 115

Test for overall effect: Z = 2.86 (P = 0.004)
Heterogeneity: Tau? (DLe) = 0.09: Chi® = 4.41, df = 2 (P = 0.11); I* = 55%

6.16.2 35 years or younger

Munne 2019f 75 152 89 168 13.6% 0.86 [0.596, 1.34] —a
Ozgur 20199 56 103 65 111 116% 0.84 [0.49, 1.45] —=r
Subtotal (Waldd) 255 279  25.2% 0.86 [0.61, 1.20] ‘
Total events: 131 154

Test for overall effect: Z = 0.89 (P = 0.37)
Heterogeneity: Tau® (DL&) = 0.00; Chi*=0.00, df =1 (P =0.94); = 0%

6.16.3 Mixed ages

Scott 2013 61 72 56 83 79% 267[1.21,589] -

Wang 20221 M 224 79 216 148% 170 [1.16 , 2.49] K3

Yan 2021] 382 576 369 594 176% 1.20[0.94, 1.53] -

Subtotal (Waldd) 872 893  40.3% 1.56 [1.06 , 2.29] <

Total events: 554 504

Test for overall effect: Z = 2.27 (P = 0.02)

Heterogenelty: Tau? (DL®) = 0.07; Chi* = 5.17, df = 2 (P = 0.08); F=61%

Total (Waldd) 1466 1583 100.0% 1.47 [1.11, 1.95] ¢

Total events: 827 773

Test for overall effect: Z = 2 66 (P = 0.008) 001 01 ; 0 100
Test for subgroup differences: Chi = 9.71, df = 2 (P = 0.008), I = 79.4% Favours control ~ Favours PGT-A

Heterogeneity: Tau® (DLe) = 0.10; Chi# = 21.13, df = 7 (P = 0.004); I* = 67%

Footnotes

asubgroup 35-40 years

bStudy included 38-41 years.

CStudy included 36-40 years.

dC| calculated by Wald-type method.

ETau® calculated by DerSimonian and Laird method.

fSubgroup <35 years

9Study included =35 years. Those excluded due to 2 embryos transferred not included.
hStudy included 21-42 years.

iAges <32 to >38 years. Live births from natural pregnancies (N=6 PGT-A, N=1 Control) have been removed, i.e. assumed to be 0.
IStudy included 20-37 years

www.sbu.se/393
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Missfall per klinisk graviditet

Figur 7 Andel kvinnor med en klinisk graviditet som far ett missfall efter forsta
embryoaterforingen vid IVF med eller utan PGT-A. Metaanalysen har grupperats utifran
kvinnornas alder.

PGTA Control 0dds ratio (Non-event) Odds ratio (Non-event)
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

6.17.1 Advanced age - 35 years or older

Munne 20198 10 73 16 70 ATT% 1.87[0.78, 4.45] +—-—

Rubio 20170 1 37 16 M 57% 23.04 [2.87 ,185.11] N |
Verpoest 2018¢ 12 57 17 54  17.9% 1.72[0.73 , 4.06] -

Subtotal (Waldd) 167 165 41.3% 2,87 [0.95, 8.65] ‘-

Total events: 23 49

Test for overall effect: Z = 1.88 (P = 0.06)
Heterogeneity: Tau? (DL&) = 0.58; Chiz = 5.70, df = 2 (P = 0.06); I* = 65%

6.17.2 35 years or younger

Munne 2019 17 92 14 105 196% 0.68[0.31, 1.47] ol
Ozgur 20199 4 61 11 76 12.6% 2.41[0.73 , 7.99] e
Subtotal (Waldd) 153 181 322% 117 [0.34 , 4.03] e
Total events: 21 25

Test for overall effect: Z = 0.25 (P = 0.80)
Heterogeneity: Tau® (DL®) = 0.54; Chi* = 3.05,df =1 (P=0.08); I =67%

6.17.3 Mixed ages

Yan 2021h 39 422 55 427  26.6% 1.45[0.94 , 2.24] -

Subtotal 422 427 26.6% 1.45[0.94 , 2.24] .

Total events: 39 35

Test for overall effect: Z=1.68 (P = 0.09)

Heterogeneity: Not applicable

Total (Waldd) T42 773 100.0% 1.68 [0.97 , 2.91] ’

Total events: 83 129

Test for overall effect: Z = 1.86 (P = 0.06) 001 071 1 o 100
Test for subgroup differences: Chiz = 1.49, df=2 (P=0.48), F=0% Favours Control Favours PGT-A

Heterogeneity: Tau? (DLe) = 0.25: Chi = 11.86, df = 5 (P = 0.04); |2 = 58%

Footnotes

asubgroup 35-40 years

bStudy included 38-41 years.

cStudy included 36-40 yers.

dCl calculated by Wald-type method.

&Tau® calculated by DerSimonian and Laird method.
fSubgroup <35 years

ostudy included <35 years.

hstudy included 20-37 years.
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