Morinishi, Imai, Nonoyama et al. Nakagawa Imai, Nonoyama et al.
J.Pediatrics, 2009 J Allergy Clin Immunol, 2011

E3mm x

1(~3) puhch quR
(o}
° DNA#H TREC
KREC
RNaseP

SENEBETENE. EREMC I TERY

EEESREAREIE(SCID)

DlUEBREFERTR - AU~V I DEREBRBELTWET
PDDEE D&

SRERBEBELRTILEEREZIRS
ERERHRBEDOIELETZR

Journal of Allergy and Clinical Inmunology 2007410885&E£D

AT ANT R F— SHEEEE (ERERERNASNER)




EFEAREAREIE(SCID) & ?

What's SCID (Severe combined immunocdeficisncy) ?

Q. EEEARERLESCD) L R EDLSHRRRBRDTTN?

A. BEEEELNENT. EREERNSBOBRUBRECRDLSIC
BOERY, B8 - BEE - V1ILRAEINRTOREECHT BiEHH
BHOFEA. TOROGREDH, RESRMMTONABVE 1RE
THEEZDOEHELNESNTVETD,

Q. BEEIHBDTIN?

A 2fRgliEsnhid, AERERS LD, HyvTsoTuvE
ERNCHEAT O LICIDBREEFHTE L TEET,
e, ARBRHOSMEBRBE (SRBE. BB 232
JTREREZEBETENE BLEETREOHFTESRT,

Q. ECDEBRICHD > THEEPNCBEISNETH?

A WWZ, —BOBEFARTHBVNEBHBIBENTEZ T D
=6, FERIR « RO U—ZVITREBICHETERDUTHITS
ZENETHEARDBDTT,

PIDDIEEDEMIAR . BInFEH

24 A
F=.

As of August 26, 2014

BADIRG

/

Q. BATOEERESRETRESCID)DFERYR - 2RO U~
VIRBEBENTLNETH?

AL VWWR, BB BREHIEHDERTH, FERIR . ROU—

ZUTETSEOOREEM I XF2BICEBAZINTE 5T, A

BREORRICEB>TLWERA, BELRVU—ZVITURES

ERBIENEENET,

/

SCID Newborn Screening: Current Status of Implementation Map
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Kwan, et al, JAMA, 2014
Table 2. infants Screened and Incidence of SCID (Including Leaky SCID) in 11 Contributing Programs

Navajo
California  Colorado  Connecticut Delaware  Massachusetts Michigan Mississippi Nation  NewYork  Texas  Wisconsin Total
Duration of 34 13 19 12 48 18 12 17 24 6 60
screening
included,
infants 1384606 70989 57136 11202 293371 162528 37613 3498 485912 183191 340037 3030083
screened,
No.a NS ——— - -
Flow 206 10 22 9 63 114 5 1 478 249 108 1265
cytometr (14.9) (14.1) (38.5) (80.3) (21.5) (70.1) (13.3) (28.6) (98.4)  (135.9) (31.8) (41.8)
referrals,”  [12-17] [5.4-23]  [22-55] [28-133] [16-27] [57-83] [1.6-25] [90-107] [119-153] [26-38] [39-44]
No. (%)
_[oa% Cl . } - -
SCID cases 23 1 3 1 4 2 1 1 10
SCID 1/60000 1771000 1719000 1/11000° 1/73000 1/81000 1/38000 1/3500¢ 1749000
incidence »
. e ... .lmogoo] o
SCiD 1.7 14 5.2 8.9 14 1.2 2.7 29 2.0 11 1.2 1.72

iabsg%ggr [1.0-2.31 [0.3-5.2] [1L9-15] [2.2-49] [04-3.5] [0.4-44] [06-5] [6.9-159] [0.8-3.3] [0.3-3.8] [03-3.0] [1.3-2.2]

screened,
No.
[95% CII°

SCiDinfant 21723 /1 3/3 1/1 4/4 12 0/1 1/1 9/10 072 474 45/52F
survival, (91) (100) (100) (160) (100) (50) (100) (90) (100) (86)
No.fTotal  [83-100] [70-100] [79-98]

[95% ce®

SCID 5245 (1.A/58,000H &)

Table 2. infants Screened and Incidence of SCID (Including Leaky SCID) in 11 Contributing Programs

. Navajo

California  Colorado - Connecticut Delaware  Massachusetts Michigan  Mississippi Nation NewYork  Texas  Wisconsin Total
Duration of 34 12 19 12 48 18 12 17 24 6 60
screening
included,
mo
Infants 1384606 70989 57136 485912 183191 340037
screened,
No.?
Flow 206 10 22 478 249 108 1265

cytometr (14.9) (14.1) (38.5)
referrals, [12-171 [5.4-23] [22-55]
No. (%)

(98.4)  (135.9) (31.8) (41.8)
90-107] [119-153] [26-38] [39-44]

[95% CIFF

SCID cases 23 1 2 4
SCiD 1/60000 1/71000 9000 1/92000 1/85000
incidence

11/80000]

sCip 17 1.4 5.2
casesper  [1.0-23] [03-52] [1.9-15]

0 11 1.2 1.72
J.8-3.31 [0.3-3.9] [0.3-3.0] [1.3-22]
100000

screened,

No.

[95% I

SCiDinfant 21723 11 3/3 L 9/10 0/2 474 45/52F
survival, (91) {100} (100) 00y (50} (100) (86)

No./Total  [83-100]1
[95% Ci~®

[70-100] {79-98]

SCID 52451

10815F

(1.A/58,000 &)
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12. Multiplex PCR Compatibility

The TREC assay can be combined with MSTN in channel 580 or 660 or with KREC channel 610 and
MSTN in either channel :

. oy spr = S
Multiplex PCR and Instrument Compatibility AR & 2
Color Compensation 40-0320 is mandatory for Multiplex PCR 2N Q9 2
X X XXX
- MSTN | [X[X[X X
~or MSTN . X XX
or MSTN X
Table 4
For lite science research use only. Not for use in diagnostic procedures. For in vitro use only. @
MOLBIOL
LightMix® Modular TREC FAM
Cat.-No. 53-0621-96 Roche SAP n°7093861001

Kit with reagents for 96 PCR reactions 20 p! for detection of T-cell receptor excision circles [lyophilized]

For life science research use only. Not for use in diagnostic procedures. For in vitro use only.

MOLBIOL

LightMix® Modular KREC
Cat.-No. 61-0622-96 Roche SAP n°7093
Kit with reagents for 96 PCR rxns 20 pl for Kappa-deleting Recombination Excision Circles [lyophilized]

TREC/MSTN-20ng
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sjKREC/MSTN-20ng
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. Cost-Effectiveness Ahélysis of Neonatal Mass Screening for Severe
Combmed Immunodeficiency by T-Cell Receptor Excnsmn Circles
Quantification in Japan
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Cost-Effectiveness Analysis of Neonatal Mass Screening for Severe
Combmed Immunodeficiency by T-Cell Receptor Excision Circles
ion in Japan

Number of uired cost

Req
patients (€1,000)
15 14,000
12,000
- €5,230,000
10,000
10 ! |
Y  loss of
8000 ' lifetime gain
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Sibling study of Pompe disease

Diag. ERT Check

Sibling 1
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1. RICEEFABRISEESNFEr SAVY—L5R
1) Metachromatic Leukodystrophy (MLD) using Lentivirus vector, ex vivo gene therapy, Biffi A et al, Science, 2013
2) Neuronal ceroid lipofuscinosis using AAV vector, direct injection into brain (USA, 2010)
3) Sanfilipo A syndrome usig AAV vector, direct injection into brain {Lysogene, 2013)
4) Pompe disease using AAV vector, Byrne et al, 2011

2. REEETABRNSHERDOSIVY —LRK
1) MPS-I gene therapy using Lenti virus vector (ltaly, 2014)
2) MPS Il using AAV gene therapy (France, 2014)
3) Krabbe disease using lenti virus gene therapy (Italy, 2014)
4) Fabry disease using lentivirus vector, ex vivo gene therapy (Canada, 2014)
5) Gaucher disease using AAV2 vector (ReGenX, 2015)
6) Sanfillipo B using AAV gene therapy (USA, 2015)
3. BEICBEFRAENMTONLSAVY —LR

1) Gaucher disease using retrovirus vector (NiH, 1996)

Fabry gene therapy candidate, Mr.
Armstrong, Cargally,)
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SAYVY—LBEEVN\—ERIEE

(Lysosomal acid lipase deficiency ; LALD)

WAL BRGASE

FEENETF @ LIPA (10923.2-23.3 / TOYV#5 10)

BHpE . OLAFO-NLIAFTI. MJJURUR

REHE . UAILIR #11/508 A
JOLASFO-IIVIATIVEREE #11/4~308A

@ anwom @ JL2FO0-ILIRFIVERA(CESD)
ERBHICRE. 3~64 B TR B
- B IIRFEE - FRIEA
- RS - INTEERSRART
- FE - FHSHEE  (FFREE)
- BB ORI - FREEIEE BEY/HD0(E FFRe
- BEBSEIED T H - BB TR

RARS : 2014418 ~9H
EHEFHER - 4874F

INAURDIROU -2 EH4874H,
Cut-offf(111.9 pmol/punch/h) TFDEEI 144,
55 1A (CLALEEOZERRME T HRH SN,

FEie, BEABE/\MURDBEBROBREEHCER
REFRDSNRD DT,

(pmol/punch/h)
LAL Deficiency™

Normal High Risk Carrier Affected
(n=72) (n=487) (n=7) (n=8)

Mean 265.4+78.3 251.4+85.1  107.1£30.7 10.247.3
Minimum  110.7 54.7 77.5 2.2
Maximum  460.8 579.9 179.8 26.2

* CESDEEBLMEEEBEDREIE, Synageva Biopharmatth SiRHEER T
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