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Institute  protocol characteristics GW CTDI vol CTDIvol DLP (Median) DLP length  date ofinitial interval

(ave) (Median) mGy sample mGy.cm sample (ave) mm study change of
CTDl vol
1 University hospital 31 12.7 7 359.8 7 357 2006/06/29 flat (med)
2 Regional Referral Hospital 32 13.3 4 583.9 4 401 2008/01/24  decreased
3 Perinatal Medical center 29 34 5 112.2 5 272 2010/01/20 flat (low)
4 A University hospital 324 28 3 80 5 364 2005/07/14 flat (low)
B 29 4 89.5 4 310 2007/08/01
5 University hospital 31 93 4 339.5 4 328.5 2008/02/14 increased
6 University hospital 26 6.7 1 210 1 266 2007/06/06 NA
7 Regional Referral Hospital 24 13.6 2 280 2 245 2008/12/24 NA
8 A Perinatal Medical center 306 77 33 277 33 314 2005/11/09  decreased
B 3.3 11 107.8 11 314 2008/10/21
of 26 9 101.3 9 328.3 2010/03/03
9 Perinatal Medical center 29 10.8 8 353 7 362 2009/09/15  decreased
10 University hospital 30 11.8 4 454 5 4 318 2008/11/28  decreased
11 University hospital 29 231 3 784 3 300 2008/09/03 flat (high)
12 Perinatal Medical center 32.8 101 3 403 3 440 2011/02/03 flat (med)
13 A University hospital 29 10 10 372.2 10 309.5 2008/01/30 decreased
B 17.7 3 887.2 3 390 2008/12/02
14 Perinatal Medical center 30 10.6 1 323 1 320 2008/07/22 NA
15 University hospital 34 13.3 1 493.6 1 280 2010/04/30 NA
16 Regional Referral Hospital 34 8.1 3 270 3 333 2007/04/24 flat (med)
30.0
250
20.0 t
15.0 * *
10.0 r I *
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-
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Fig.1 (n=20) CTDI volume
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_ CTDI vol (mGy) | DLP (mGy.cm)

%#iE 11.3 382.6
Maximum 23.1 1025.6
Minimum 2.1 69.0

Al 3.7 116.2

Median 7.7 276.8
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FGFR3

FGFR3
FGFR3
FGFR3
FGFR3 22
FGFR3
NCBI FGFR3
DNA Reference Sequence NG
12632.1 FGFR3
1 3
Primer
PCR
Primer
FGFR3
FGFR3
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Cat.No.

QlAamp DNA mini kit QIAGEN 51304
Ampitaqg Gold 360 Master Mix Applied Biosystems 439881
by life technologies
Distilled Water, Deionized, Sterile 316-90101
DDW
QlAquick PCR Purification kit QIAGEN 28104
Agencourt AMPure XP BECKMAN COULTER A63881
BigDye Terminator v3.1 Applied Biosystems 4337455
Cycle sequencing kit by life technologies
BigDye XTerminator Applied Biosystems 4376486
by life technologies
3130 POP-7 Applied Biosystems 4352759
by life technologies
10>=<Genatic Analysis Buffer Applied Biosystems 402824

with EDTA

by life technologies

Veriti 96-well Applied Biosystems
,0.2ml by life technologies
Veriti200
Vortex
3130 Applied Biosystems
by life technologies

30
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EDTA QlAamp DNA mini kit
Elution 100l Buffer AE
Ampitag Gold 360 Master Mix Primer  SIGMA GENOSYS
Primer
PCR  Veriti200
Exon2 exon
Ampitaq Gold 360 Master Mix 125 pl 12.5 pl
360 GC enhancer 25 pl
50pmol/al Forward primer 0.25 pl 0.25 pl
50pmol/al  Reverse primer 0.25 pl 0.25 pl
Template DNA Variable Variable
final concentration 50ng 05 2 pl 05 2pl
DDW Variable Variable
to 25 pl to 25pl
Total volume 25 pl 25 pl
exon
Step Pre heat PCR 35cycle 1st hold 2nd hold
Denature | Anneal Extend
Temp 95 95 60 72 72 4
Time 10min 15sec 30sec Imin 7min oo

32




exon PCR primer
Exon Primer PCR
Product
Exon FGFR3 2Fwd TCTAACGAGCTGCCTTCCT 577bp
FGFR3 2Rvs CGAATAACAACAGCGGGAATC
Exon FGFR3 3-4Fwd ACTGCTGTGTCTGTAAACGG 806bp
FGFR3 3-4Rvs GGCATCTAGAGCCATGTCAG
Exon FGFR3 5-7Fwd TACACAGGACGGGAAACTGA 875bp
FGFR3 5-7Rvs CCCTAGACCCAAATCCTCAC
Exon FGFR3 9Fwd GTAACGACTCTGTCCCATGC 872bp
FGFR3 9Rvs CCGTAAGTCACAGGATTCCC
Exon FGFR3 10Fwd CTCTAGACTCACTGGCGTTA 572bp
FGFR3 10Rvs GTTCTGACTTCCACCAGCAT
Exon FGFR3 11Fwd ATGCTGGTGGAAGTCAGAAC 498bp
FGFR3 11Rvs CGTAAGGACGAAGAGTGTCA
Exon FGFR3 12-14Fwd CTCTTCGTCCTTACGAGCAG 914bp
FGFR3 12-14Rvs TCTTCATCACGTTGTCCTCG
Exon FGFR3 15Fwd CTGGACTACTCCTTCGACAC 509bp
FGFR3 15Rvs GACACGTACACGTCACTCTG
Exon FGFR3 16-17Fwd GACAACGTGATGAAGATCGCAG 834bp
FGFR3 16-17Rvs GTGGACGTCACGGTAAGGA
Exon FGFR3 18-19Fwd CAGGCTGTTCCCGAATAAGG 587bp
FGFR3 18-19Rvs ATCTGCACTGAGTCTCATGC

33




PCR 3l 2

PCR 8 QIAquick PCR
Purification kit QIAGEN Agencourt AMPure XP BECKMAN
COULTER
DDW

PCR 260nm ><50ng DNA
10 20ng ! DDW DNA template
Veriti200 BigDye

terminator v3.1cyclesequencing kit(Applied Biosystems)

><8BigDye
Volume
DDW Variable to 20l
5>sequencing bufffer 35 pl
1.6pmol Fwd or Rvs primer 2 pl
V3.1 BigDye 1 pl

DNA template Variable 0.5 3l

final concentration 10 20ng

Total 20l
Cycle sequencin 25cycle
Step Pre heat Y a g Y hold
Denature Anneal Anneal/Extend
Temp 94 96 50 60
Time 2min 10sec 5sec 2min30sec
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BigDye XTerminator
1 Xterminator

2 Xterminator 741 8  PCR

3 SAM 30l

4 1.5 2l

5 PCR Vortex
15

6 2500rpm  2min

7 17l sample  PCR

Applied Biosystems -

DNASIS NCBI Reference
Sequence
NG 12632.1

Word
FAX
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(D) RTLlas microRNA RTL1
2 DIO3 (3)
4 R/PE
type-upd(14)pat microRNA
upd(14)pat
(©)
14 MEG3-DMR
(4) IG-DMR
MEG3-DMR
()
RTL1
(upd(14)pat)
1) )
14
(upd(14)pat) ©)
14 26
35
upd(14)pat
(1) 14
(Differentially Methylated Region: DMR) 14
2) IG-DMR (1)
RTLlas microRNA RTL1
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(2) DIO3

©) 4
upd(14)pat
2
(0] RTL1las microRNA
RTL1
Upd(14)pat 2 3
DLK1 RTL1
miR433 miR127
1A DLK1
DLK1
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[ 1] [ 1]
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2.

[ 1 (E)osteogenesis imperfecta, dysosteogenesis, dystosis
(D)Osteopsathyrose, Osteogenesis imperfecta - (E)osteogenesis
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GW HL HL-SD UL UL-SD RL RL-SD TIB TIB-SD FIB FIB-SD
16-0 18.5 1.8 16.3 1.8 14.3 1.5 15.6 1.6 13.9 1.6
17-0 21.3 1.9 19.3 1.9 17.2 1.6 18.6 1.7 17.0 1.7
18-0 23.9 1.9 22.1 1.9 19.9 1.7 21.5 1.7 20.0 1.7
19-0 26.5 2.0 247 2.0 22.4 1.7 24.3 1.8 22.9 1.8
20-0 29.0 2.0 27.2 2.0 247 1.8 27.0 1.9 25.6 1.9
21-0 31.3 2.1 29.6 2.1 26.9 1.9 29.6 1.9 28.1 1.9
22-0 33.6 2.1 31.8 2.1 29.0 2.0 32.0 2.0 30.6 2.0
23-0 35.8 2.1 34.0 2.2 30.9 2.1 34.4 2.0 32.9 2.0
24-0 37.9 2.2 36.0 2.3 32.7 2.1 36.7 2.1 35.1 2.1
25-0 39.9 2.2 37.9 2.3 34.4 2.2 38.9 2.2 37.3 2.2
26-0 41.8 2.3 39.7 2.4 35.9 2.3 40.9 2.2 39.3 2.2
27-0 43.6 2.3 41.4 2.4 37.4 2.4 42.9 2.3 41.2 2.3
28-0 45.3 2.4 43.1 2.5 38.8 2.5 44.8 2.4 43.0 2.4
29-0 47.0 2.4 44.6 2.5 40.1 2.5 46.7 2.4 44.8 2.4
30-0 48.6 2.5 46.1 2.6 41.4 2.6 48.4 2.5 46.5 2.5
31-0 50.1 2.5 47.5 2.7 42.6 2.7 50.1 2.5 48.1 2.5
32-0 51.5 2.6 48.9 2.7 43.8 2.8 51.7 2.6 49.6 2.6
33-0 52.9 2.6 50.3 2.8 44.9 2.8 53.2 2.7 51.1 2.7
34-0 54.2 2.6 51.5 2.8 46.0 2.9 54.7 2.7 52.5 2.7
35-0 55.4 2.7 52.8 2.9 47.1 3.0 56.0 2.8 53.9 2.8
36-0 56.6 2.7 54.1 2.9 48.2 3.1 57.4 2.8 55.2 2.8
37-0 S57.7 2.8 55.3 3.0 49.3 3.2 58.6 2.9 56.5 2.9
38-0 58.8 2.8 56.5 3.0 50.5 3.2 59.8 3.0 57.7 3.0
39-0 59.8 2.9 S57.7 3.1 51.6 3.3 61.0 3.0 59.0 3.0
40-0 60.7 2.9 58.9 3.2 52.8 3.4 62.1 3.1 60.2 3.1
41-0 61.6 3.0 60.2 3.2 54.1 3.5 63.2 3.2 61.3 3.2
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