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New test
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PIK3CA 2xixi= cel signaling pathwaydi| J—FO%L QlAtst &4 & SRl phosphatidylinositol 3—kinase (PI3K)2] alpha
isoform (p1100)S THGHE STRIRILICE PIK3CA STXI| HHO|7t 2iMEH A2 downstream pathway2] constitutive activationS
FUAOZM, M| HE 3 BA MZAE 52 XX*OH Q0] ZolZ ZelishA| =, breast cancer?| ZSL endocrine therapyO| ChHet
XNalhd 2 disease progressionzt S0 | Q= A2 UK QUELICH
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Ref) Nat Rev Cancer. 2002 Jul:2(7):489-501.

Fig. 1. PI3K pathway

PIK3CA SXXt #0l= colon adenocarcinoma, endometrial adenocarcinoma, lung adenocarcinoma, breast invasive lobular
carcinoma S CI¥st AE0| A ZAFEILICE Breast cancer] ©F 70%01 igst= &X7F hormone receptor (HR) (+), human

epidermal growth factor receptor 2 (HER?) (/2 LIEHHT, 0 & 2F 40%0lA PIK3CA mutationS 71Xl Zio2 2Ueix o,
PIK3CA mutation?] &&/81= 2l 2X|= Ci2nf 245Ut
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Ref) Mol, Pathol, 2021, 2(1), 4254,
Fig. 2. Prevalence and distribution of PIK3CA hotspots mutations in ER (+), HER2 (-) breast cancer
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Ref) Clin Cancer Res, 2011 Mar 15;17(6):1331-1340, Clin Cancer Res. 2009 Aug 15,15(16):5049—5059.

Fig. 3. Distribution of PIK3CA mutation
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A Cohort with PIK3CA-Mutated Cancer
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Rel) N Engl J Med. 2019 May 16:380(20):1929—1940.

Fig. 4. PIK3CA B10| 20| 2 Alpelisib € 2|2 A| Progression-free Survival 8|1

PIK3CA-mutated cancer cohort (median follow-up: 207HZ)0A2] progression-free survivalE H|WaHH, alpelisib—fulvestrant
HE X222 10712(95% confidence interval [Cl], 75 to 14.5), placebo—fulvestrant X|2=2 5.771&(95% Cl, 37 to 74) (hazard
ratio for progression or death, 0.65; 95% Cl, 0.50 to 0.85; P< 0.001)2 &R I= (&L |Ct
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Ref) Ann Oncol. 2021 Feb;32(2):208-217.

Fig. 5. Overall survival in patients with PIK3CA mutation detected in plasma ctDNA.
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PIK3CA mutationz20ilAf Alpelisib X2 LHIE00] W2 8IS e I FEIR ME7 70| & B0 X|2Zniet 2240| Qo
A=A & Yt YR|== 8 THse +ELR FRot T C g St PIK3CA SHIRICt
BAPH2021E AR [S(HA=XIF I M021-1972)2 DASSUCE 2Rt e BXHHE £ 018 2 594) & HR (+), HER2
(el 8RS tye = RXZ2H((Alpelisib) FO0IE It SRS MESH=H| AU PKCA SHIEIE HAE 285 4 Uil =IRtEUHC

Plasma0iXe] 2SS disease burden, non-tumor shedding/clearance S0 ¥at2 gts 4 QBSLICE M2kA, tissuelt
plasma Zx| 7t°] discrepancy= tumor heterogeneity, different techniques, spatial/temporal factors, potential plasma DNA
contamination SQ2 AHEE|T QIOMH, plasmadi|Al PIKSCA mutation0| 2401 AL tissue A0l CHEH PIK3CA mutation 2210]

FHEC,

Table 1. Agreement between therascreen PIK3CA RGQ PCR Kit plasma results and therascreen PIK3CA RGQ PCR Kit tissue results using the
therascreen PIK3CA RGQ PCR Kit tissue results as reference

Measure of agreement Percent agreement (N) 95% CI*
Positive percent agreement 55% (179/328) (49.0, 60.1)
Negative percent agreement 97% (209/215) (94.0, 99.0)
Overall percent agreement 72% (388/543) (675, 75.2)

* 95% Cl calculated using the Clopper-Pearson Exact method.

SHIRIE A2 5712l QIAGEN Therascreen PIK3CA RGF PCR kit= PIK3CA %X & Exon 7. 9, 200 X[eH= 11719 =2
H0|E &folgt & QlBLCE

Table 2. Therascreen PIK3CA RGQ PCR Kit assay targets (A% 7Fs8t HHO| List)

Exon Mutation COSMIC ID Base change
7 C420R 757 1258 T>C
Eb42K 760 1624 G>A
ES45A 12458 1634 A>C
E545D 765 1635 G>T
9 E545G 764 1634 A>G
E545K 763 1633 G>A
Q546E 6147 1636 C>G
Q546R 12459 1637 A>G
H10471 776 3140 A>T
20 H1047R 775 3140 A>G
H1047Y 774 3139 C>T
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Z0EHA Al FelAret

PIK3CA SHIRITAAZ 37} Therascreen PIK3CA RGQ PCR KitQ HZALR!
QIAGENS] Urgent field safety notice (Fig. 6)01 (i2H, Q546R UAH0(9| QA ZAupyt
SfOIE)| e}, QiagenAlZt OIF shZsl?| TI7EK| Q546R2 HIIE|X| 422 FIotA|7|
Hi2tH, ZoX o= Csot 252 comment?t 7 He off=ILct,

*The Q546R mutation is not reported according to manufacturer’s instructions,
because therascreen PIK3CA RGQ PCR Kit may generate false Q546R mutation
positive results caused by non-specific molecular interactions within the Q546R
reaction (To be resolved by Qiagen).

QIAGEN

9 Decermber 2020

Urgent Field Safety Notice

therascreer® PIK3CA RGQ PCR Kit, REF 873111

Dear valued thevascraen PIKICA RGQ PC Kituser,

A partol ’ K tho tharascrosn

PIKSCA RGQ PCR Kit may generate false QS48R. mutation positive results caused by o
‘spaciic moleculaf intoractions within the QS46R reaction

In these cases, the run caniros for the QS46R reaction pass validiy checks correctly. The

by genuine ampliication from a valid mutation posiive sample. Consequently, Q546R false
positiv rasults are reported 16 the system operator.

As a result of the preliminary investigation perormed at QIAGEN, the ikelinood for any Q5468
false mutation posilive resull was evaluated as higher than previously observed and described
within the Instructions For Use.

‘The performance of other mutatien dataction assays within the Kitis not affected.

Potential risks associated by this issue

etk which
‘ouid subsaquently be reported by the Iaboratary. Receipt of such a faise positive resull by the
clincian who ordered the test could lead 1o incorrect treatmen! dcisions being made tha could
significantl impact patent health, including inappropriate treatment of a patiant with PIQRAY®:
(aeisib).

Actions to be taken by the customeriuser

* For patient samples whera a PIK3CA Mutation Detected Resul is oblained, disregard tha
546 positive results.

o Ceass astsR jned a5 PIKICA.
Mutation Detected. Information about indiicual targel resuts is specifically obtained from the
“Individual target resul” column of the Rotor-Gane AssayManager v2.1 resull table.

Fig. 6. QIAGEN, Urgent field safety notice

I # MY /429 A B
PIK3CA (cell-free DNA)
[Real-time PCR] Hg37I* WB 85 mL Aloj2 HIZ0
(GC Labs Z.E: P871) MOl HIZ
) _ * Mloj27]40| O 284 I} 22
st/ 10 Real—time PCR [SA=X|E DA| H2021-1975]:
. f2HE block & X% 9ZU22H 30Y 0|y
PIK3CA (Tissue) H&E slide 12 Qo ZoBeimt Y TR

[Real-time PCR]

Unstained slide 10 um
(GC Labs ZE: P872)

S 5% & H&E slide 17

> oI\

PIK3CA (cell—free DNA) [Real—time PCR]
- BXIRH Az —

— SEXIAA SO|A 1 Bt/ AR
T 3w

PIK3CA (Tissue) [Real-time PCR]
=X ZARIZIM M

— RERIAL SO

£

» PIK3CA (cell-free DNA) [Real-time PCR] ZI2L7|*
Cell—free DNA collection tube

ME M= A2/ gl 85 ml

— 2SR 72 olfol 28 =&

* 7] HANEE = 20223 01" 01 71&0|0, & HEE 4 ol 2l FHE S0I5HAI7 ] HIZILICHNtp://www.gclabs.co.kr).
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ZAHRO|

ZITHAALS|SIR FZ29| ofOjLt Tel: 1566—0131

- o=
Oz
01. The phosphatidylinositol 3-Kinase AKT pathway in human cancer. Nat Rev Cancer. 2002 Jul;2(7):489-501. PMID: 12094235

02. A unique spectrum of somatic PIK3CA (p110alpha) mutations within primary endometrial carcinomas. Clin Cancer Res. 2011 Mar
15;17(6):1331-40. PMID: 21266528

03. PIK3CA mutation associates with improved outcome in breast cancer. Clin Cancer Res. 2009 Aug 15;15(16):5049-59. PMID: 19671852
04. Frequency and spectrum of PIK3CA somatic mutations in breast cancer. Breast Cancer Res. 2020 May 13;22(1):45. PMID: 32404150

05. Alpelisib for PIK3CA-Mutated, Hormone Receptor-Positive Advanced Breast Cancer. N Engl J Med. 2019 May 16;380(20):1929-1940.
PMID: 31091374

06. PIK3CA Mutation Assessment in HR+/HER2- Metastatic Breast Cancer: Overview for Oncology Clinical Practice. . Mol. Pathol. 2021,
2(1), 42-54.

07. Alpelisib plus fulvestrant for PIK3CA-mutated, hormone receptor-positive, human epidermal growth factor receptor-2enegative
advanced breast cancer: final overall survival results from SOLAR-1. Ann Oncol. 2021 Feb;32(2):208-217. PMID: 33246021
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SARS-CoV-2 2xi|ZAl
(SARS-CoV-2 Ab)

QUM b

Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)= 2019 2 = 25t0f|A XS 2= MEA 2 HIM0| 0
25t AZLHI0[ZAQILICE SARS-CoV-2= 25557114 280l I 2LHI0|HA LS9 (coronavirus disease 2019, COVID-
1992 Yo7, 20213 112 S MMANSZ Cief 29 5HMPF HO| ZIEXtet 5840 HO| AJUXKHIHE AIUE 2%)E LD R,
LHOIAME 2F 398+ Ol ZIARIt 3000F2| AIUXHIHEF AIYE 0.77%)E HO|H Q172 FEEAS et UL

SARS—Cov—22| 7= & tH[HA

SARS-CoV-2&= 2|7} U= HHZHS RNA HI0]
_ , 2A(single stranded RNA virug)2 4749 HHEEEYS
) S (spike protein) o o N . .
i N, E, M2 Z&lot UELICHFg. 1. 1 & S (spike)
S’( S(@ HEe HlolaiATt FILE ERie] Mlzol HE

i o
p 2 Uoy|ES SHe TNz (REo] WA
b d

rn

[ =

-
¢
-

oN

N (nucleocapsid protein)

— 1=
B ‘ AL O

| S EfZloz UiAS JHBILICE

5| S AL S1m S29| Otgo 2 FEDH,

S19] 42| ZeHA(receptor binding domain,

RBD)O| TN £EXQ1 AUX|QEHIM HEtG A2

(angiotensin converting enzyme?2, ACE?)0]|
M (membrane protein] Moz Zelsle 2= UM USLICE

N (nucleocapsid) HHEHZEES SARS-CoV-20{ A

e 20| (o] SAMEAS] £2 Eflo|H, o

,

HAE 20 REES TAlol=t =8 |t

]

am =

ro 4

19

E (envelope protein)

o4
]
F
E F-)
4

N Nd

Ref) Nanomedicine(Lond.,) 2021,16(6):497-516

0
U

Fig. 1. SARS-CoV-29| £
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COVID-9 BHA10] 2% Z7l0fl= SERBEUAE 71 DIzt Hafst ZISIH0IRE! B4 Ul 1n2F SREl= A550|

U510, Btz SRIzIA) YAB0| SORILICHFG, 2)
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Ref) JAMA 2020,323(22):2249-2251
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SARS—CoV-2 &H|ZA

ZArE ZAx|(mL) ZAIY /A2 A HSPE
SARS-CoV-2 Ab
(Anti-N) Serum 05 ECLIA 6541t / DB54226C
(GC Labs ZE: P819)
25 /1
SARS-CoV-2 Ab
(Anti-S1 RBD) Serum 05 CIA =654Lt / DE54226C
(GC Labs .E: P820)
* M7| ZAEEE 20224 018 012 7120|H, % HEE £ QoL 2N YEE 2AQI5HA|I7| I L CHhtto://www.gclabs.co.kr).

Tel: 1566—0131

01. Z2LB0[HAZFS19 U8 AY 10-1H SLYAUHES

02. Nandini S., Sundararaj S.J., Akihide R. Interpreting Diagnostic Tests for SARS-CoV-2. JAMA 2020;323(22)2249-2251

03. WHO Coronavirus (COVID-19) Dashboard | WHO Coronavirus (COVID-19) Dashboard With Vaccination Data,

https://covid19.who.int/

04. Hamid R., Hossein D., Hossein R., Faezeh M., Marziyeh S., Mohammad A.R. Nanotechnology against the novel coronavirus
(severe acute respiratory syndrome coronavirus 2):diagnosis, treatment, therapy and future perspectives. Nanomedicine(Lond.]

2021;16(6):497-516

05. CDC, Interim guidelines for COVID-19 antibody testing (updated Sep 21, 2021), https://www.cdc.gov/coronavirus/2019-ncov/lab/

resources/antibody-tests-guidelines.html

06. SUERE DA H2021-2662 LAY MFAI(2021.10.28)
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Follow up Baseline

Disease

A
\

Control

(Age, sex, BMI, diet,
physiology, environment,
medication, disease...)

v

A

Microbiome > Microbiome

Many confounding factors, if not controlled, can obscure patterns in microbiome data.
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Fig. 1. 16S rRNA amplicon sequencing

OFE7IX| Ofo|Z 2Hf0|E AYTHEo| chet EESHE XIS gl SIAie| olo|32H01E S0 O ISt Ag Z2EZ0
MEL|T QUBLICE Ooff SH0MC Hofst Zupt Ho| =EE1 Q= ANoIL, J3AQ1 0H0|32H101E HAE YoMz 71 2159
A Z2EZS MEckE 40| EQELICL 07|M Rl MY Z2EZ0l2IT 2 AX| ME Ziisk= 00|32 2H0lE 41t
HIZS 71 Setop| BIge & Qle WHS ofRiLict

[PAREIN [, CH2(Fig. 2)2 boric acidE H7tol0] W& Hatst A Zx|2t boric acid $10] W& Hash AH ZH|O| AlZHof|
(= Of0|Z2HI0IE 21t F0|E LIEKH J2imRlL|ct E= Hiet Z0| boric acidE H7t5t itﬂ()ﬂ HIGH boric acidS &7I5IX| 22
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Fig. 4. Relative read count of several bacterial taxa and bacterial alpha diversity differ according to the region used.
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