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RGI offers diagnostic services and
is remunerated for these services
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Despite being rare, cumulative impact of single gene disorders
to mortality and disability is extremely high
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RGI Prevention of Thalassemia by Prenatal Genetic Screening and Diagnosis
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RG| PGT-M: Traditional and Novel Indications v

“PGDIS’

INN_TJVAI I0NS

« Autosomal recessive & Autosomal dominant disorders
e X-linked recessive diseases

 Late onset diseases:
Cancer predisposition
Inherited cardiac diseases
Neurodegenerative conditions
HLA genotyping

HLA, human leukocyte antigen



Impact of Pre-conception Expanded Carrier Screening (ECS)
on PGT-M uptake A0

* Pre-conception Screening identifies couples at risk
(1 affected pregnancy in 300)

* Embryo selection by IVF and PGT-M provides the option
to avoid clinical pregnancy termination

* Disease-specific gene panels identify adults with heritable
cancers whose offspring learn they are at risk for adult-onset
single gene disorders
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Present RGI experience (1990-2023)

Over 36,000 PGT cases performed for 807 conditions

10451 for Mendelian disorders (PGT-M)

Including:
630 PGT cycles for DE NOVO mutations

1247 for Cancer Predisposition
1197 for Neurodegenerative Conditions

156 for Inherited Cardiac Diseases
569 for HLA genotyping

5657 PGT-M combined with PGT-A

25,769 for Aneuploidy (PGT-A)
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é“ INCREASED UTILIZATION OF PGT-M THROUGH
PAN-ETHNIC EXPANDED CARRIER SCREENING
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Increase in PGT-M requests for Cystic Fibrosis after carrier screening
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ECS impact on PGT-M requests for Non syndromic hearing loss
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R G PGT for USHER SYNDROME (MYO7A and USH2A genes) and PGT-A by NGS Tl
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A. Family pedigree _— Markers:
D11S4081 129 133 182 165 (] @ 129 121 182 174 Bi‘z‘;?
D11S1321 187 189 197 178 189 195 182 182 USHAA
MYO7A N N IVS61-2A>G N 33vy.0. “EToN NN D15229
D1154186 128 132 154 136 y.0. 130 134 147 147 D1S490
D11S911 136 128 190 186 a7 105 184 193 D1S227
D11S947 142 142 107 101 135 148 107 105 TOTAL -6
MYO7A USH2A MYO7A USH2A NORMAL or CARRIER USH2A -6
PGT NORMAL or carrier MYO7A-6
(embryo #4) EUPLOIUD -3
Normal UEEZQX& MYOQO7A, For transfer - 3
B. Trophectoderm analysis Cycle #1 Cycle #2
1 2 3 4
Embryo # 1 2
(& R~ N R &
165 182 ! 165 174 165 174 i 165 182 I 182 182 ! 165 182
USH2A 178 182 ' 178 182 178 182 ! 178 182 ! 197 182 ' 178 182
N N ) N N N N : N N 1| IVS61-2A>G N ) N N
136 147 ! 136 147 136 147 ! 136 147 ! 154 147 ! 136 147
186 184 h 186 193 186 193 ' 186 184 . 190 184 h 186 184
100 107 ! 101 105 101 105 I 101 107 ! 107 107 ! 101 107
: : 1 I
1 1 1
! 129 121 129 121 1 133 121 ! 133 121 [ 129 121
MYO7A . 123 y 187 1’35 187 1'35 ! 189 195 ! 189 195 ! 187 195
N A826T i 128 134 128 134 . NA | N N : N N
132 130 ! 15 ! 132 134 ! 132 134 ! 128 134
128 147 | 136 105 136 ' 128 105 M 128 105 H 136 105
147 185 ! 142 148 142 148 i 142 148 ! 142 148 ! 142 148
1
| 1 | |
NGS ' i i |
46. XX ' 47, XX, +13 i 1 46, XY,del(1)(q4144) 1
,FETl ! T 47, XY, +1 ' 46, XY ' dup(1)(q24.2,q41) ! 46, XX
FET2
:;n,.». et :" Copy Numbz v | Chramosomal Position
-| Embrve’™® 4 46, XX Embryo # 2 47, XX, +13 ~| Embryo #1 47, XY, +1 .| Embryo #3 46, XY del(1)(q41,44) "
‘ 4 . : dup(1)(q24.2,q41) = Embryo # 4 46, XX
- - '. 1 28
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e OUTCOMES OF PGT-M for HEREDITARY DEAFNESS (HD)

Disease

Number of
Patients

Number of

Cycles

Number of Number of embryos | Pegnancy
transfers tranferred

‘&\‘,yumm?,v
< %,
‘A

(B >

> 5

.U
()
<
n

Number of | Number of
Deliveries Babies

AURICULOCONDYLAR SYNDROME 2; ARCND2 PLCB4 614669

DEAFNESS, AUTOSOMAL DOMINANT 3B; DFNA3B GJB6 612643
DEAFNESS, AUTOSOMAL RECESSIVE 3; DFNB3 MYO15A 600316
DEAFNESS, AUTOSOMAL RECESSIVE 8; DFNB8 TMPRSS3 601072

DEAFNESS, NEUROSENSORY, AUTOSOMAL RECESSIVE 1; DFNB1 GJB2 220290
DEAFNESS, X-LINKED 1; DFNX1 PRPS1 304500
PENDRED SYNDROME; PDS SLC26A4 274600
USHER SYNDROME, TYPE I; USH1 MYm 276900
602083
USHER SYNDRO ME, TYPE IF; USH1F H15 60208
-
USHER SYNDRO ME, TYPE IIA; USH2A USH2A 276901
~

USHER SYNDRO ME, TYPE IIC; USH2C ©  ADGRV1 605472
WAARDENBURG SYNDROME, TYPE 2A; WS2A MITF 193510
WOLFRAM SYNDROME 1; WFS1 WEFS1 222300

(13 genes)
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262

3 5 2 1
2 3 1 0
1 1 1 0
3 3 3 1
192 208 126 22
1 1 1 0
10 0
2 0
5 7 2
27 28 13 3
0
5 1
0
258 282 164 30
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Increase in PGT-M requests for PHENYLKETONURIA (PAH gene) after ECS
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R G PGT-M for PHENYLKETONUREA and PGT-A by NGS after ECS 4
REPRODUCTIVE 3
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LLC Markers: ® @
D1251607
. : D13S1030 F121L /N R408W /N
A. Family pedigree oAl
D125360 133 129
D12578 1’;‘3 iig et ® 148 153
D12S317 F21L N 33 R408W N
18 188 y.0. 192 188
161 163 138 152
103 103 128 103
PAH PAH
PGT
(embryo #1)
R308W/N TOTAL -9
46, XX CARRIER PAH-5
EUPLOIUD -7
For transfer - 4
B. Trophectoderm analysis
Cycle #1 Cycle #2
Embryo # 1 2 3 4 1 2 3 4 5
126 133 133 129 133 133 133 133 126 133 133 133 133 129 133 133 126 133
148 148 157 153 157 148 157 148 148 148 157 148 157 153 157 148 148 148
PAH N R408W F121L N F121L R408W F121L R408W N R408W F121IR408W F121L N F121L R408W N R408W
188 192 188 188 188 192 188 192 188 192 188 192 188 188 188 192 188 192
163 138 161 152 161 138 161 138 163 138 161 138 161 152 161 138 163 138
103 123 103 103 103 123 103 123 103 123 103 123 103 103 103 123 103 123
NGS 47 XY, +19 46, XX ° g 47, XX, +8 46, XX 46,XX 46, XX 46, XY 46XY
FET
: Embryo #1 47, XY, +19 # Embryo #4 47, XX, +8 Embryo #1 46, XX
- P i i g sl et - BTt Ao b g N
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. . 173 173 Markers:
A. Family pedigree Markers: us 133 133 e 18 “oxs297
116 129 N P 115
D1251607 233 233 e N DXs998
D1251030 ? 229 235 m 157 157 1 181 FMR1
pAH 157 148 | 183 A 3005 N 183 18l AC2
\ A4y N | 158 37y.0. T e 17 DXSI215
SR | 238 238 | 20 155 118 DXS8091
D125360 | [ 22 188 176 e DXS8060
p1zs7s | 10 17 136 143 150 w1z DXS7423
D125317 161165 B 104 104 17 143 DXs9929
104 106 B4 PGT 10 124 DXS8103
PAH FMR1 (EMBRYO#1)
Normal PAH & FMR1 PAH FMR1
46,XX
CYCLE1 CYCLE 2
B. Trophectoderm analysis [ A \ 1
I 1
Embryo # 1 3 4 1 3 5 TOTAL 6
| | I | ] | CARRIER or NORMAL PAH -6
@ Q @ @ @ @ NORMAL FX 4
For transfer -4
PAH 129 133 129 133 116 133 129 133 129 133 129 133
235 233 235 233 229 233 235 233 235 233 235 233
1as 157 148 157 157 157 148 157 148 157 148 157
NN N A 30 A403V N N A 3005 N A 3005 NN
238 234 238 238 238 234 238 238 238 238 238 234
197 176 197 188 190 176 197 188 197 188 197 176
165 150 165 143 161 150 165 143 165 143 165 150
106y 104 106 104 104 104 106 104 106 104 106 104
NORMAL CARRIER CARRIER CARRIER CARRIER NORMAL
FMRY, 173 173 173 171 173 173 173 173 173 173 171
115 113 115 115 113 115 113 15 113 115 115
N N N EXP N N N N N N EXP
181 181 181 180 181 181 181 181 181 181 180
183 181 183 183 181 183 181 183 181 183 183
158 173 158 158 173 158 173 158 173 158 158
120 118 120 115 118 120 118 120 118 120 115
212 208 212 204 208 212 208 212 208 212 204
136 1R 136 133 12 136 1R 36 1X 136 138
139 143 139 137 143 139 143 139 143 139 137
134 124 134 140 124 134 124 134 124 134 140
NORMAL AFFECTED NORMAL NORMAL NORMAL AFFECTED
NGS
46, XX 46, XX 46,XY 46, XX 46, XX 46,XX

FET
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OUTCOMES OF PGT-M for PKU

Number of | Number | Number of | Number of
) Gene oMIM Patients of Cycles | transfers embryos | Pregnancy | SAB | Number of | Number
Disease transferred Deliveries | of Babies
129 53 3 50
PHENYLKETONURIA; PKU PAH 261600 53 91 102 54
(1,12) | 52% | 6% | 94%
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Steady Increase of PGT-M cycles for cancer predisposition: 1999-20023
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Distribution of most common and unique mutations
in BRCA1 and BRCA2 genes

BRCA1 MUTATIONS MATERNAL PATERNAL
187 del AG 57 37 94
UNIQUE MUTATIONS 86 13 99
TOTAL 143 50 193
MATERNAL PATERNAL TOTAL
6174 Del T 44 25 69
UNIQUE MUTATIONS 73 27 100

TOTAL 117 52 169
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F\ZrGl A PGT-M + PGT-A for BRCA1, BRCAZ2 and Aneuploidy by NGS

Family pedigree

152 154 154 154

170 174 137 135 [ ] ) 170 172 135 133

138 138 114 102 136 134 104 108

122 124 886delGT N 127 132 N N

NN 112 97 34 yo cec N 100 110

175 175 179 175 173 175 179 183

134 136 200 189 131 129 194 200
BRCA1 BRCA2 BRCA1 BRCA2

Trophectoderm analysis PGT

Normal BRCA1 &BRCA2
2 3 4 5 6

Embryo # | | | | | |
1 1 1 1 1
BRCA 1 170 172 ' 170 170 ' 170 170 ' 174 172 ' 170 172 ' 174 172
138 134 1 138 136 1 138 136 1 138 134 1 138 134 1 138 134
122 132 ' 122 127 ' 122 127 ' 124 132 ' 122 132 ' 124 132
N N h N C61G 1 N C61G h N N h N N h N N
175 175 1 175 173 ] 175 173 1 175 175 ] 175 175 1 175 175
134 129 ' 134 131 H 134 131 ' 136 129 ' 134 129 ' 136 129
I I I I I
1 1 1 1 1
154 154 . 154 154 . 154 154 , 154 154 , 152 154 : 154 154
BRCA 2 135 135 i 135 135 i 135 135 i 135 135 i 137 133 i 135 135
102 104 ' 102 104 ' 102 104 ' 102 104 ' 114 108 ' 102 104
N N 1 N N I N N 1 N N 1 886delGT N 1 N N
97 100 : 97 100 : 97 100 : 97 100 : 112 110 : 97 100
175 179 \ 175 179 | 175 179 | 175 179 \ 179 183 \ 175 179
189 194 1 189 194 1 189 194 1 189 194 1 200 200 1 189 194
1 1 1 1 1
1 1 1 1 1
NGS 1 1 1 1 1 46 XX
47 XX, +2 ! 46, XX ' 46, XY ' 47, XX, +16 ' 46, XX ! )
C CopyNumbe v | Chromosomal Position Copy Numbe v | Chromosomal Position v Copy Numbe v | Chromosomal Position +
) 40 400 + 40
@) Embryo # 47, XX, +2 “1 Embryo # 4 47, XX, +16 21 Embryo # 6 46, XX
3 an. il 320 ad 320
280 280 & 280
b2 40 "~ X 1 40
200 Reambleg : P B PIJg rv— ';,_,“wﬂ;f;.-.,-w";“m .y DS oo s i by [ 20 fusitpnman, i g Sngtry o chto o A g 0 ,,,;:Wf‘m'_“ En o iR 00,
18 J- | 180 - by 180 4 1
12 120 | 1
030 080 0.80
L 040 0.40
- - 5
YD [N SR RN 4 S S S S T S R R R Y O T S T T S B T RO TCF P Y
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PGT-M for BRCA1, Fragile X and PGT-A by NGS

Markers order:

167 171 173 DXS297
166 168 20(GGT) 168 174 30(GGT) 71(GGT) FMR1
138 128 101 130 138 103 105 DXS1193
. . 3100 DELGT N 120 N N 117 115 DXS8069
A. Fami |y ped i g ree 99 102 175 104 108 177 1n DXS8091
177 173 131 173 175 135 131 DX59929
135 131 136 Y 131 131 140 136 DXS8103
82 88 140 . 93 96 124 134 DXS1684
BRCA1 FMR1 BRCAL FMR1
168 174 167 171
128 138 20(GGT) 30(GGT)
PGT N N 101 103
102 108 120 117
173 175 175 177
131 131 131 135
. 88 96 136 140
B. Trophectoderm analysis
BRCAl1 FMR1
Embryo # 1 2 3 4 5 6 7 8
0 I I
BRCA1 166 174 , 166 174 . 168 174 166 174 | 166 174 | 166 168 168 168 , 166 174 | 166 174 | 166 168
138 138 138 138 128 138 138 138 138 138 | 138 130 128 130 138 138 138 138 138 130
3100DELGT N | 3100DELGT N ! N N | 3100DELGT N ! 3100DELGT N ! 3100DElGT N ! N N I 3100DELGT N ! 3100DELGT N | 3100DELGT N
99 108 | 99 108 | 102 108 | 99 108 | 99 108 | 99 108 | 102 104 | 99 108 | 99 108 | 99 104
177 175 177 175 1 173 175 1 177 175 1 177 175 1 177 173 1 173 173 177 1751 177 175 1 177 173
135 131 : 135 131 : 131 131 : 135 131 : 135 131 : 135 131 : 131 131 : 135 131: 135 131 : 135 131
82 96 | 82 96 H 88 96 \ 82 9% 82 9% 82 93 88 93 | 82 96 | 82 9% 82 93
I I 1 1 1 1 1 I I
1 1 1 1 1 1 1 1 1
1 1 1 1 1 1 1 1 1
FMR1 171 1 171 1 167 171 1 173 1 173 1 167 171 1 167 171 1 167 173 1 167 171 1 167 171
30(GGT) : 30(GGT) : 20(GGT)30(GGT) : 71(GGT) : 71(GGT) : 20(GGT) 30(GGT) : 20(GGT) 30(GGT) : 20(GGT) 71(GGT) : 20(GGT) 30(GGT) : 20(GGT) 30(GGT)
103 1 103 1 101 103 105 | 105 | 101 103 101 103 101 105 | 101 103 1 101 103
117 1 117 1 120 117 ! 115 1 115 1 120 17 1 120 117 1 120 15 | 120 117 1 120 117
177 ' 177 Vs 17 ) an ' 171 ' ws 177 s 177 | 175 171 | 175 177 ' 175 177
135 Y | 135 Y | 131 135 131 Y | 131 Y | 131 135 131 135 131 131 131 135 Y | 131 135
140 ! 140 ! 136 140 ! 136 ! 136 ! 136 140 ! 136 140 | 136 136 | 136 140 ! 136 140
124 H 124 H 140 124 134 ) 134 ) 140 124 140 124 140 134 |, 140 124 H 140 124
1 1 1 1 1 1 1 1 1
1 1 1 1 1 1 1 1 1
NGS 46, XY . 46, XY . 46, XX 47, XY, +21 - 46, XY - 46, XX " 47, XX, +21° 46, XX " 47, XXY - 46, XX
C. FET
Copy Numbe | Chromosomal Position v Copy Numbe v Copy Numbe »  Chio
=] Embryo #3 46, XX 2 Embryo # 4 47, XY, +21 “1 Embryo #7 47, XX, +21
3 3 A i -
230 280 N 280 il
2 asa . R S Y 2 bt s s gty Aty B es ey ussin s 8 Pl o WP N5 WP, §" S T
200 (oot o o = T i g P Pl R ol LS M e A R Ao B 200 A e T e B ey = W e
i iz X 2
050 080 il 030
04 04 040
. L S S S S S S S S T T IO 0 v v I O R R R T LI T T T A A A R R T T

&
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PGT-M Outcome for Cancer Predisposition
(48 Conditions, 56 Genes)

# Patient # Cycle # Transfers # Embryo Pregnancy SAB Delivery Baby
transferred

607 | 1247 | 885 1275 485 46 439 | 443

(1.5) (55%) (9.5%) (90.5%)
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Steady Increase of PGT cycles for De Novo

Mutations after Prospective Application of PGT
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RGI PGT-M for Holt — Oram Syndrome;

GENETIC
INNOVATIONS . . .
LLc Heritable adult-onset cardiac disorders are usually
pleiotropic and characterized by structural abnormities
1. Family pedigree Marker order: in multiple organ systems: thumb anomaly
D1251341 . 228 i 2% and atrial septal defects
TBX5 N N 126 139
D12S354 159 153 T223M N
D12S369 125 141 153 161
D12579 158 160 141 1‘512
D1251665 12 122 De novo 1% 126
228 226 228 226
143 139 143 139
N N N N
153 161 153 161
141 145 141 145
160 155 PGT PGT 160 155
122 126 122 126

2. Trophectoderm analysis for Missense mutation T223M in TBX5 GENE
2

4 6 7 8 10 19
EMBRYO # TOTAL — 7

Affected - 5

EUPLOID -4
UPD-1

. 228 242 226 242 254 242 254 242 228 226 228 242 228 226 FET - 2
Predicted 143 126 139 126 135 126 135 126 143 139 143 126 143 139
genoty pe N T223m N T223M N T223M N T223M N N N T223M N N
153 153 161 153 159 153 159 153 153 161 153 153 153 161
141 141 145 141 125 141 125 141 141 145 141 141 141 145
160 166 155 166 158 166 158 166 160 155 160 166 160 155
122 132 126 132 122 132 122 132 122 126 122 132 122 126
aCGH
RESULTS 48,XXY ,+2 46,XX 45,XY,-21 46,XY 46,XX 46,XY 46,XX
UPD 12 ET
Embryo 2 48 XXY +2 - Embryo 6 45 XY,-21 : Embryo 8 46,XX .| Embryo 19 46,XX
1 o : , 1
L o B s . i, i M < A A Stk
b peeeietndssynrerneetragtt b i P o il AN i ) b il [N i bl
- o ’ W =
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PGT-M for TWO DE NOVO MATERNAL DELETIONS: DMD - exon 8-9
and 9934.3 (Kleefstra syndrome) and Xp22.31 duplication

Kleefstra syndrome (KS) is a genetic disorder
characterized by intellectual disability,

‘o231 02251 childhood hypotonia, severe expressive
pes pes speech delay and a distinctive facial
DMD Y D__© DMD appearance with a spectrum of additional
clinical features.
99343 DOB 1978 9q34.3

2.1 2.2 2.3

é i ﬁ Caused by a microdeletion in the chromosome

region 9934.3 (seen in >85% of cases), leading to
the loss of the entire gene. This gene encodes

Xp22.31

- Xp2231 Xp22.31 an enzyme that modifies histone function and is
DMD essential for normal development.
DMD DMD
DENOVQd Y Y
9q34.3 DEL
DMD Xp2231 9q34.3 gENOVO NORMAL

PGT-M

EMBRYOS 3 PGT-M + PGT-A 5

Al I

99343 99343
NGS 46, XY 47, XX, +15
NORMAL

FET
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Combined PGT-M FOR 4 AUTOSOMAL RECESSIVE CONDITIONS AND PGT-A BY NGS

II I‘ ‘HII boB 3/1988 II IHIl II

CHANCES TO FIND EMBRYO PAH SPTAN1 ERCCS5 LAMA2 PAH SPTAN1 ERCCS5 LAMA2
FREE FROM PKU % IVS1+3 R2142CR69X R2352C IVS1+3 R2142CR69X R2352C

FREE FROM EIEE5 %

FREE ROMXPG %
PGT
PAH  SPTAN ERCC5 LAMA2

Family pedigree

FREE FROM MDCA1 %
FREE FROM ALL CONDITIONS: % x % x % x % = 81/256 (31.6%)

AFFECTED FOR ALL4 CONDITIONS: % x % x % x %= 1/256 (0.4%)

AFFECTED FOR 4 CONDITIONS

IVS1+3 N R69X R2352C
1 3 4 5 6 7 8 9 10 11 12 16
PAH-
12q22-24.2
|

AFFECTED CARRIER CARRIER AFFECTED CARRIER AFFECTED CARRIER NORMAL AFFECTED CARRIER AFFECTED CARRIER
SPTAN1
9q34.11

CARRIER NORMAL AFFECTED NORMAL NORMAL CARRIER NORMAL CARRIER CARRIER AFFECTED CARRIER NORMAL
ERCC5 f ‘
13¢g33.1 1|

CARRIER CARRIER CARRIER CARRIER CARRIER CARRIER CARRIER AFFECTED CARRIER NORMAL AFFECTED AFFECTED
LAMA2
6q22-23 0

AFFECTED CARRIER CARRIER CARRIER CARRIER NORMAL AFFECTED CARRIER AFFECTED -6 NORMAL NORMAL
NGS 45, XX,-22 46,XY 46,XX 46,XX 47, XX+13 46,XY 46,XY 48 XX+21,+22 47XY ,+22 44 XX-2,-6  46,XX  47,XY+13

FET

S,
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REPRODUCTIVE

o CONCLUSIONS: *PGDIS

PGT-M referral profile is significantly changing with introduction of ECS

Increasing number of patients without family history requested PGT-M,
including non-lethal conditions

Prospective referrals more than doubled in the last 5 years overall
and even tripled for some selected conditions

ECS has also impacted the spectrum of PGT-M indications with the shift to the late onset conditions
with genetic predisposition, such as cancer, cardiac diseases and neurodegenerative disorders

There has been also a shift in spectrum of PGT-M tested BRCA1 and BRCA2 mutations
from common to unique mutations

A wider application of ECS will not only improve PGT-M uptake, but also turn it from retrospective tool
on family level to a primary genetic disease population level control measure.
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Fig.2 PGT-M for NON-SYNDROMIC HEARING LOSS caused by mutations in GJB2 gene and sequential PGT-A by NGS

o @
A. Family pedigree
Markers:
GJB2 M34  M34T ) 16?23” 1§3
D13S1275 136 148 1om  1o%
D13S175 123 125
D135633 362 368 27y.0. i;é i%
D13S250 176 180 100 100 TOTAL -14
D13S1236 100 102 ) -
GJB2 CARRIERS M34T -5
GJB2 PGT NGS tested - 5
EUPLOIUD -3
SUTABLE FET -3
B. Trophectoderm analysis
Embryo # 1 2 3 4 5 6 7 8 10 11 12 13 15 16
T T T T T T T T
[ | D R | T 1 Y o :
1 1 ! ! 1 ! 1 1 1 1 1 1 1
1 ! : : 1 : 1 : 1 1 1 1 :
1 1 1 1 1
: 1 ! ! 1 ! 1 ! 1 : 1 : 1
1 1 1 1 1
M34 168delT | M34 168delT 1 MB34T 168celT 1 M34T N | M34 168delT 1 M34 N i M34T 168del T | M34 168delT | M34T 168delT 1| M34 168delT | M34 N 1 M34T N | M34 168delT 1 M34T N
136 134 1 136 134 : 148 134 : 148 143 : 136 134 : 136 143 : 148 134 : 136 134 : 148 134 : 136 134 1 136 143 : 148 143 1 136 134 : 148 143
123 125 . 123 125 y 125 125 125 125 123 125 , 123 125 h 125 125 , 123 125 125 125 , 123 125 . 123 125 125 125 | 123 125 1 125 125
362 372 1 362 372 I 368 372 1 368 368 1362 372 I 362 368 1 368 372 1 362 372 1 368 372 1 362 372 | 362 368 1| 368 368 1 362 372 1 368 368
176 176 : 176 176 : 180 176 : 180 180 : 176 176 : 176 180 : 180 176 : 176 176 : 180 176 : 176 176 : 176 180 : 180 180 : 176 176 : 180 180
100 100 | 100 100 y 102 100 | 102 100 y 100 100 , 100 100 | 102 100 , 100 100 1102 100 ;100 100 , 100 100 , 102 100 , 100 100 1102 100
1 1 1 1 1 ] | 1 1 I
: 1 : : 1 : 1 : 1 : 1 : :
1 1 1 1 1
: 1 ! ! 1 ! 1 1 1 : 1 : 1
1 1 ! ! 1 ! 1 1 1 1 1 1 1
! ! ' 46, XY ! 146, XY ! ! ! ! 1 46, XY ' 47,XY,+16 146, XY, del(5)
1 1 ! ! 1 ! 1 ! 1 1 1 1 1
1 1 1 1 1
: | i FET , : | i | : : : | 1 (p15.33;p13.3)
Copy Numbe | Chromosomal Position Copy Numbe Copy Numbe.
Embryo # 4 46, XY , Embryo # 13 47, XY, +16 | Embryo # 16 46, XY, del(5)(p15.33;p13.3)
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PGT FOR DE NOVO SEVERE CONGENITAL NEUTROPENIA1 (ELANE GENE) ; ALY
e e DETECTED IN CHILD, HLA TYPING AND ANEUPOLIDY BY NGS %‘bf
s PGDIS
[ 7]é N/N
1 ’;’s{?’ DOB: 3/9/1985
GO D
q 4
& {s\} B4 '
CORD BLOOD TRANSPLANT
m- ;
(N/G214R) NORMAL
DOB: 1/25/2017 MATCH
De NOVO 7/29/2018
157/152 132/119 110/108 108/106 1 NORMAL* MATCH Per PT consent*
N 152/146 128/119 110/106 104/98 2 NORMAL* MATCH Per PT consent*
N 157/152 132/119 110/108 108/106 3 NORMAL* NON-MATCH Per PT consent*
G214R/N 157/146 132/119 110/106 108/98 4 AFFECTED NON-MATCH NO
N/N 157/152 132/128 110/110 108/104 PARTNER (NORMAL)
N/N 152/146 119/119 108/106 106/98 PATIENT: (NORMAL)

G214R/N 157/146 132/119 110/106 108/98 CHILD: AFFECTED (de novo)
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PGT-M for NON-SYNDROMIC hereditary Deafness caused by mutations in GJB2 gene and sequential PGT-A by NGS

DIAGNOs;,
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QNTATIoY
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N £

REPRODUCTIVE 4
INNGVATIONS
ive ® ® PGDIS
A. Family pedigree
M(aSerB?rZS: M34 M34T . 168del T N
D13S1275 136 148 122 ig
123 125
D1356% 362 368 27y.0. 322 38
D13S250 176 180 %g 180
D13S1236 100 102 [ ] 100 TOTAL -14
GJB2 CARRIERS M34T -5
GJB2 PGT NGS tested - 5
(embryo #4) EUPLOIUD -3
M34T/N For transfer - 3
46, XY
B. Trophectoderm analysis
Embryo # 1 2 3 4 5 6 7 8 10 11 12 13 15 16
[ | L T ] I | ] Y Y o :
1 1 ! ! 1 ! 1 1 1 1 1 1 1
@ ©@ @ @ @ @ @ Q Q. @ @
M34 168delT |  M34 168delT | M34T 168delT 1 M3T N | M34 168¢elT 1 M34 N | M34T168delT | M34 168delT | M34T 168celT | M34 168delT | M34 N | M34T N ' M34 168delT 1 M3T N
136 134 1 136 134 1 148 134 : 148 143 : 136 134 1 136 143 : 148 134 136 134 : 148 134 1136 134 1 136 143 ! 148 143 1 136 134 : 148 143
123 125 12 g V125 125, 125 125 | 123 125 1123 125 125 125 I 128 1 i 125 125 128 125 ! 123 125, 125 125 | 123 135 125 125
362 372 | 362 372 ' 368 372 | 368 368 1362 372 1 362 368 I 368 372 1 362 372 | 368 372 1 362 372 | 362 368 1 368 368 1 362 372 | 368 368
176 176 ! 176 176 : 180 176 : 180 180 : 176 176 : 176 180 : 180 176 : 176 176 : 180 176 : 176 176 1 176 180 : 180 180 ! 176 176 : 180 180
100 100 : 100 100 1 102 100 1 102 100 1 100 100 1 100 100 ] 102 100 1 100 100 1 102 100 ] 100 100 : 100 100 102 100 : 100 100 1 102 100
: : | | | | | | i | | : i
1 1 ! ! 1 ! 1 1 1 1 1 1 1
: | i | i | | | | : | : |
AFFECTED ! AFFECTED ' AFFECTED | CARRIER | ~AFFECTED ' CARRIER | AFFECTED ' AFFECTED ! AFFECTED ' AFFECTED ! CARRIER ' CARRIER ! AFFECTED ! CARRIER
; i I 46,XY |46, XY i ! i | 46,XY 1 47,XY,+16 | 146, XY, del(5)
FET (p15.33;p13.3)
- Embryo # 4 46, XY - Embryo # 13 47, XY,+16 | Embryo # 16 46, XY, del(5)(p15.33;p13.3)
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R G | PGT-M for PHENYLKETONURIA after birth of affected child

REPRODUCTIVE
GENETIC
INNOVATIONS
LLC

Q@\W"‘NT‘T’O’V

A. Family pedigree Mar kers: 33 13 | @ @
Dlgigoag 169 161 129 129
Y N o P25T 11 1.2 3ly.o. 148 153
STR 244 240 IVS1+5G>T N
D125360 187 187 232 228
D12578 143 156 193 189
gig;; 221 225 145 152
PAH 219 215
e I
1 22 PGT?,'S, TOTAL -9
CARRIERS -6
(embryo #7) NORMAL -1
P225T/N AFFECTED -1
. TRISOMY 12 -1
B. Trophectoderm analysis For transfer - 7
Embryo # 1 2 3 4 5 6 7 8 9

@

@

@

133 129 135 129

135 129 135 129 133 129 135 129 135 129 133 129 129 133 129
161 153 169 148 161 153 161 148 169 153 161 153 161 153 169 153 148 169 148
P225T N N IVS1+5G>T P225T =N P225T |VS1+5G>T N N P225T N P225T N N N IVS1+5G>T N IVSI1+5G>T
240 228 244 232 240 228 240 232 244 228 240 228 240 228 244 228 232 244 232
187 189 187 193 187 189 187 193 187 189 187 189 187 189 187 189 193 187 193
156 152 143 145 156 152 156 145 143 152 156 152 156 152 143 152 145 143 145
225 215 221 219 225 215 225 219 221 215 225 215 225 215 221 215 219 221 219
CARRIER CARRIER CARRIER AFFECTED NORMAL CARRIER CARRIER TRISOMY 12 CARRIER

FET
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