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1. A method for detecting a paternally in-
herited nucleic acid of fetal origin performed
on a maternal serum or plasma sample from a
pregnant female, which method comprises

amplifying a paternally inherited nucleic
acid from the serum or plasma sample and

detecting the presence of a paternally inher-

ited nucleic acid of fetal origin in the sample.
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24. A method for detecting a paternally in-
herited nucleic acid on a maternal blood sam-
ple, which method comprises :

removing all or substantially all nucleated
and anucleated cell populations from the blood
sample,

amplifying a paternally inherited nucleic
acid from the remaining fluid and subjecting
the amplified nucleic acid to a test for the Pa-

ternally inherited fetal nucleic acid.
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25. A method for performing a prenatal diag-
nosis on a maternal blood sample, which meth-
od comprises

obtaining a non-cellular fraction of the blood
sample

amplifying a paternally inherited nucleic
acid from the non-cellular fraction

and performing nucleic acid analysis on the
amplified nucleic acid to detect paternally in-

herited fetal nucleic acid.
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21. A method of performing a prenatal
diagnosis, which method comprises the steps
of :

(1) providing a maternal blood sample;

(ii) separating the sample into a cellular
and a non-cellular fraction;

(iii) detecting the presence of a nucleic
acid of foetal origin in the non-cellular fraction
according to the method of claim I;

(iv) providing a diagnosis based on the
presence and/or quantity and/or sequence of

the foetal nucleic acid.

22. FERI2UIREHD T TH - ¢, LA (iil)
THEH SN L IEMIEE 731, MIEETTH %,
22. The method according to claim 21,
wherein the non-cellular fraction as used in

step (iii) is a plasma fraction.

23. FERIH2UIFEHD T TH - ¢, LA (iil)
TS b N7z & fEH L CRARY > 7V R ok
EATREICT 2 THEZ S HIZET T

23. The method according to claim 21, includ-
ing performing the further step of allowing
clotting in the maternal sample and using the

resulting serum in step (iii).
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AriafF" 23 %o AriaFF TCAFCHE, K
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Y “amplifying” &\ HEE O R A8 B |12 R
EMTH D LWL Tk, b CAFC
b540RFRFD 7 L — AR Z AT D %R 702 720

#H°KIA 1 HCld “paternally inherited nucle-
ic acid of fetal origin” [J&/EHEIF D I REED
Bl & d oA, MoOFEKRE (] 2 135 KHE
19,20) Tix “foetal DNA" ELRt#E SN TW%,
“foetal DNA" (2D Cid, 5404FrFIHED 7
T L 1O50TH»H 7 4201847 H £ TIZH
ET BB DL, B, BT 1D31-3347
HiZ XL, “foetal DNA" % H 3 2% 2 Wik
MIIAHTH - 720
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The term “prenatal diagnosis™ as used here-
in covers determination of any maternal or
foetal condition or characteristic which is re-
lated to either the foetal DNA itself or to the
quantity or quality of the foetal DNA in the
maternal serum or plasma. Included are sex
determination, and detection of foetal abnor-
malities which may be for example chromo-
somal aneuploidies or simple mutations. Also
included is detection and monitoring of preg-
nancy -associated conditions such as pre-ec-
lampsia which result in higher or lower than
normal amounts of foetal DNA being present

in the maternal serum or plasma.
3. H R
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The respondent [Prometheus] contended
that the claimed method was a patent eligible
application of a natural law that described the
relationship between the concentration of cer-
tain metabolites and the likelihood that the
drug dosage will be harmful or ineffective.
Methods for determining metabolite levels,
however, were already “well known in the
art.” Id. at 1298. Further, the process at issue
amounted to “nothing significantly more than
an instruction to doctors to apply the applica-
ble laws when treating their patients.” Id. In
that case, “[s] imply appending conventional
steps, specified at a high level of generality,”
was not enough to supply an inventive con-
cept. Id. at 1300.

LRED X ) 1274, Sequenom#tt @ &
A Prometheustt ® b @ L FETH V), FHKIE
DOFREHMABED BRI G A IO TREEFMT %
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HAKIZPCROMH 72 &V —F Y BYIZATh LT
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LOTERWEDHEIA R ENZOTH LY,
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4. 1 #&KIE1, 24, 25

CAFCliMayo7T A hDOHFE_EREE LT, [~
L — A0S HIRBR & FERT G 70 DB S5 5
DI TS &0, IOV THRET %
To720%, ZOE_EM TCAFCOHRIZ TN
MWEL2L)TH 5D,

ko 3E ) CAFCIE, MayoF 1237 5 K -
TRHED L~V 2 [ES 5 TEPRHTH -
722 EIZE R L7 LALZDS, Mayodiff
TR A O EY % e 5 5 H k2 AT
B o7z bR BEIREBAIERFEEEE B0
iro bl Tk, EYEHRGTLIREE
REEW L NV EPJET 2 TREDMAEDE
WRHTH o 72 & THREFFAN#AE & HIRE S 7z
DThb, FrtlcMayofliko— % KT %
CF#uEEm 2,

BT, HIE TR, BEREUIWIZEAT I i
Y&z 6 s P TIE o L% EY O
LARWVEHET S L) EIICIERT 25D TH
bo FFRFICRLE SN T WA Y, HED L X
V& e T B T EE S EM S TH S Tw»
720623 patent, col. 9, Il. 12-65, 2 App. 11. EE
DEZh, REFEWLNNVEFET) ALEY
DA - FELE OBIRERNLE - E LT,
AP I FEE D HEICfT > Cn/eZ &
Td 5, 623 patent, col. 8, 1. 37-40, id., at 10.L
72hio T2 OIARRIL, BEDEOWFEE LS
ToTwiz, X SHISNIZARHID N —F U
ZEECAT) KR T 2D TH %,

Third, the “determining” step tells the doc-

tor to determine the level of the relevant me-
tabolites in the blood, through whatever pro-
cess the doctor or the laboratory wishes to

use. As the patents state, methods for deter-

mining metabolite levels were well known in
the art. '623 patent, col. 9, 1l. 12-65, 2 App. 11.

Indeed, scientists routinely measured metabo-

lites as part of their investigations into the re-

lationships between metabolite levels and effi-

cacy and toxicity of thiopurine compounds.
'623 patent, col. 8, 1. 37-40, id., at 10. Thus, this

step tells doctors to engage in well-

understood, routine, conventional activity
previously engaged in by scientists who work
in the field. (emphasis added)

LRV 50 A £ 9 12, Prometheus
FERFIEER T, E L XV EF A T v
DHENEE PBEEEZHT 52 ENBRICHIS N
CT\W/7272®, Prometheus$F#f il KD F 4+ 7
) oG5 TREERHED L NVOHETRE D
MAGHLEIAMTH L EHBSNTDOTH
Bo b UIRICAREY H &5l I3 2 OF R IER#H
P& ORISR RA T o7z Lzs, il
EHMBAEPN—F > Db DTH 7246 T
b, WEFHOHBNIRVIZE R > T eE
bk,

—J7 Ariosa® 12 B 1T % Sequenomit @ F 4l
\%, Prometheustt® & @ & #7201, /-7 5
225 D TH o 720 Sequenom#tl: D540
FERFFEWI LA, 1L = 1MiE h o s JEDNA D
FHEIIAMSNTE 5T, ZOEDNAZ B iE
L7zBlb L, RACIE ol L LGED
5, DNAE . BEARIE A OV —F > FHifly
TdH o 72720, CAFCIZS40HF 717 K IH A Y
NEETHDEOHRETLIZOTH S,

A O G JEDNA D FE7E 25 1 3% ity 47 B ©
KT G o720 THEN5, ZDODNAD
MR, AMTO IV —F Y THLENET T
H Do SAVMFFFIC LUL, cffDNAASREAMLAE L
ZME ISR SRz B E L 20 B4t
OB ThH 57253, ZDRACAFC
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WCBWTHEYNIEE SN e/ L) I bh
%o TDRT, AriosaF 12815 HCAFCH M
X, AHOHIBFIWL. Gore & Associates, Inc. v.
Garlock, Inc.” 225 &L TWhH EEZ 5N 5,

CAFCOHi & T&» AHCCPA D In re Sponnoble
FARZ BV TROMED BT 57,

FELRAORHOMAEDETH T, &
HMOBWTENS ZMH L CTEA ORI
MyEFEFNLWEETH- T, 35 USC.8
103D FEPHN THRFFITRE 2 FEWT &\ ) b DHHF
L) be RETIEHEZLMAEGDEL LD
EERPEFRADEBR AT 72 L b, 0
L) B E IR § R &AL, (ENR2T T
RWDY), TOMAEGDLEIIE LB F THRE
THIETHDLEER B

M D JF K A E & UL Z ORI TEDH
HTHLE5ETYH, ZORBEDE KIS IR
FEMAPRB S NDTRMEDN D 5 2 &%, KT
THEMT2ETH %V, 35 USC.8§1030 HHH
TEHIEr OBICIE, NREHED [afhe LT B
WTHLDFIZERBINETH LY, TO—&
&L CTHEDFERIER BARORRFES ZE S
%o In re Antonson, 272 F.2d 948, 47 CCPA
740 ; In re Linnert, 309 F.2d 498, 50 CCPA 753.
WA B ZOBGRNE % b 12 L CHRAML %
HICHARTE BV E ) EETIIEISERL 2
WX b, 2, #RADPEORT HNE
B IAINE T\ X IR & MG B S
# %o In re Murray, 268 F.2d 226, 46 CCPA
905 ; In re Sporck, 301 F.2d 686, 49 CCPA 1039.
Z9$ 5 EHEIE, HEANORRANEZFIHE
FTICAHBIEAD S LTSRS HHAN S
L) Z 127 %, In re Leonor, 395 F.2d 801,
55 CCPA 1198.

A patentable invention, within the ambit of
35 US.C. § 103, may result even if the inven-

tor has, in effect, merely combined features,

old in the art, for their known purpose, with-
out producing anything beyond the results in-
herent in their use. Although we believe that
appellant, here, has actually done more than

this in making his combination, we also be-

lieve that a more proper, albeit not exclusive,

inquiry in a case such as this is to look further

as to the reasons for making the combination.

It should not be necessary for this court to
point out that a patentable invention may lie
in the discovery of the source of a problem
even though the remedy may be obvious once
the source of the problem is identified. This is
part of the “subject matter as a whole” which
should always be considered in determining
the obviousness of an invention under 35
US.C. § 103. In re Antonson, 272 F.2d 948, 47
CCPA 740 ; In re Linnert, 309 F.2d 498, 50
CCPA 753. The court must be ever alert not
to read obviousness into an invention on the
basis of the applicant's own statements : that
is, we must view the prior art without reading
into that art appellant’s teachings. In re Mur-
ray, 268 F.2d 226, 46 CCPA 905 ; In re Sporck,
301 F.2d 686, 49 CCPA 1039. The issue, then,
is whether the teachings of the prior art

would, in and of themselves and without the

benefits of appellant’s disclosure, make the in-

vention as a whole, obvious. In re Leonor, 395
F.2d 801, 55 CCPA 1198.

AriosafFIZ BV TIE, FHEEK@EYIZE
BENLGhro/2L)IlEZObNE, LA
SequenomiFFF DO FARIZE DS W T, FFFFEA M
L7253 DO E ORISR I N L D
G % 2T Ao FEWLLATIZCHfDNA % [ 5
HIZEDHEDTE LoD THNII,
cHDNARU G FE 205 B ar i b 725 &
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Parker v. FlooklZ & 1UE, [ HAKAH 7
DI T VT AL TR S HRTHER]Y
ThdbIEPRFEREOEMETH D5,
SA0MFFF A R I PR #AE & 2 B REThH bo
kol ) 5A05FFF O FEIAE 5 1%, MEERR I
I TV OIGIEDNAZ MO THIEL TR Y,
ZOHFEIHHELETLHDTH - 72,
ParkerZ 4 & O'MayoF {12 L 1L, HiEdsHr
Bz b O THIINFF#EE TH o T, IFHIME
DFEHIIAETH 5,

4. 2 EEKIE21

AERI2IERE ST TCZOo0TREEEAT
Wb FHRIEY ~ 7V h 5 5 EDNA% 15 %
TAHE, EBon/2BEDNARE IS B %
79 L TH b, sHRKEH21O KL, kR
DNADS /272 HARICHFAE T A 7217 TR ) 3272
T, R ENZMEIEDNAICE DS X, FoEX
(TECH 2 e L CRRlii 21T TR L MAGD S
N5, #RIE21O (iv) LEICBWT, DNAD
A [ KO8/ i3 | DNABHI [ J U8 X i ]
DNADEIZEDOWTHMZITH, &\ ) KBNS
RSN TWAED, W2 LT 540457 L
ANZFE R I N T2 o 72 FHR MY~ 7 v
DIEEDNAIZED L BN HO THTH 5,

72, FRI2IOFEIZARYOETOMEH
METL2HOTIE RV, FEROTEOMAS
ORI EOZM HEEZLETLH2HDOTHS
A3, IMAERR G2 5 E & 72 G EDNA Dl
A2 TOFRHEOEFFHHNICZ TN L DI
Tld v, BIZIITEROZHFEE LTI X
3 stk O R JEDNA % M § 5 7 1R 3K
H21OFFINTH Y, TOEMIWT SN\,

C DX D ITHEDBRE S IR 7 555K IH
21 FEES T A 2 L 1d, MyriadFHo T
ORI P ATENDIIREBEDOE Z LA
5%

<A IEBRCAL, BRCA2#EZTFIZEAT 4
W BISHORFICEHDLL DO TIE RV, 77
AV PR E SRR 728 D, [BRCAL
BRCA2EIZFEHNZ R L TRANZHE 2 #3572
LT, MyriadiZ Z O A0 HIZE T %
V=Lt ARV H o7z, ARIE
FrL Iz Tnians L—2a0%< I,
ZO L) BIGHICHRE ST ] 689 F.3d,
at 1349.

-+ -this case does not involve patents on
new applications of knowledge about the
BRCA1 and BRCAZ2 genes. Judge Bryson apt-
ly noted that, “[a] s the first party with
knowledge of the [BRCA1 and BRCA2] se-
quences, Myriad was in an excellent position
to claim applications of that knowledge. Many
of its unchallenged claims are limited to such
applications.” 639 F.3d, at 1349.

Myriad#x & #% H i it o X 9 IZCAFCoH
TIA4V VHEOBRIZERLTBY, HEd
FRIE S NS H BRI 5 7 L — A3 FeeT
BTHDHEC)RBEDEZD ) DD Z 5 L
MWLBRDS, T4 VHE RBLIZZ L —
LDHERFEIE T B & BRI S NS
CEd ot FD7280, MyriadH kD
AmbryH4+* 1235 W TCAFCIE, HEIRE &
NTZIGH 7 L — ADWERFEE T H L) bl
DIREHROIREIZHED = L1137 £, Myriadft
DAY) — = 7k xR AN E R & L
720 AmbrySHfCH oIl ERB SN L o7z &
) T AN, MayoHth T RAFRT O KIHIZ
RlE Tzl BHEIMEhoR#EED L
NV & BRI ORI G EORRTIEZRL, B’
Pz PJed 5 2 LRI B IGE RE I & v ) B
RN E BT 22 TH o720 TDROFIA
g LTSN/ 20 TH S,

AriosaF 12 B W TCAFC Tt e S e
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Do 2RERIE21E, BAREHIES TE 220
JISHICBIT 23D TH L, HRBEDIGH I
CRBIFFEECTH D LEZLNTVEY, L
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