
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 
(19) World Intellectual Property 

Organization 
International Bureau 

(43) International Publication Date 
3 April 2014 (03.04.2014) WIPOIPCT 

(10) International Publication Number 

WO 2014/052336 A1 

(51) International Patent Classification: 
G01N33/48 (2006.01) G06F 7/00 (2006.01) 
G01N33/50 (2006.01) 

(21) International Application Number: 
PCT/US2013/061482 

(22) International Filing Date: 

(25) Filing Language: 

(26) Publication Language: 

24 September 2013 (24.09.2013) 

English 

(30) Priority Data: 
13/629,517 27 September 2012 (27.09.2012) 

English 

US 

(71) Applicant: AMBRY GENETICS [US/US]; 15 Argonaut, 
Aliso Viejo, CA 92656 (US). 

(72) Inventors: LI, Xiang; 1700 Bluebird Ln., Carlsbad, CA 
92011 (US). LU, Hong; 25339 Via Viejo, Lake Forest, CA 
92630 (US). LU, Hsiaomei; 33 Bolinas, Irvine, CA 92602 
(US). GONZALEZ, Kelly; 24197 Hollyoak, Apt. J, Aliso 
Viejo, CA 92656 (US). PARRA, Melissa; 21003 Dumetz 
Road, Woodland Hills, CA 91364 (US). ZENG, Wenqi; 
1306 Standish PL, Arcadia, CA 91006 (US). CHAO, 
Elizabeth; 1930 Port Bishop PL, Newport Beach, CA 
93660 (US). DUNLOP, Charles; 2021 Temple Hills, La-
guna Beach, CA 92651 (US). 

(74) Agent: HILL, James, W.; 4 Park Plaza, Suite 1700, 
Irvine, CA 92614 (US). 

(81) Designated States (unless otherwise indicated, for every 
kind of national protection available)'. AE, AG, AL, AM, 
AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, 
BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, 
DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, 
HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KN, KP, KR, 
KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, ME, 
MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, 
OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA, 
SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, 
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, 
ZW. 

(84) Designated States (unless otherwise indicated, for every 
kind of regional protection available)'. ARIPO (BW, GH, 
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, SZ, TZ, 
UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU, TJ, 
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK, 
EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, 
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, 
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 
KM, ML, MR, NE, SN, TD, TG). 

Published: 
— with international search report (Art. 21(3)) 

(54) Title: MOLECULAR GENETIC DIAGNOSTIC SYSTEM 

210 -

220-

230-

CJ 
© 

NEW RESULT SET FOR FAM 

DESCRIPTION 
NAME 

MENDELIAN INHERITANCE MODEL 
•RECESSIVE ©DOMINANT 
® AUTOSOMAL oX-UNKEDoY-UNKED 
ODE NOVO MUTATION ALLOWED 

POPULATION FREQUENCY 
REMOVE COMMON VARIANTS WITH 

FREQUENCY LARGER THAN tSUf 
AND 

OCCURRENCE LARGER THANtS 

20Q 

GENOTYPES 

FATHER (NORMAL) INEGATIVEp 
MOTHER (NORMAL) INEGATIVEH 
DAUGHTER (NORMAL) INEGATIVEH 

[NORMAL CONTROLS 
OfAIvl 
DFAM"" 
nFAUr 
DFAM" 
QFAM" 
• FAM 
oFAivr 
ofAiyr 
OFAivr 
DFAM" 

PROBAND 
"PROBAND 
"DAUGHTER 
"FATHER 
"MOTHER 
"PROBAND 

"MOTHER 
"PROBAND 
"FATHER 

DFAUr "MOTHER 
QFAM PROBAND 

"PROBAND 
PROBAND 

QFAM" 
QFAM" 

RUN RESET GO BACK 

FIG.2 

«40 

•250 

O 
CJ 
o 

(57) Abstract: A computer-implemented bioinformatics program annotates human genetic variants by integrating multiple sources 
of information. The program rapidly filters variants that are unlikely to play a role in the etiology of particular diseases. This filtering 
may be performed based on such annotations, on clinical profiles and family histories, and on analyses under various inheritance 
models, in order to classify human variants and identify mutations influencing patients' diseases. 


