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Notable Research ——

Advancing regulatory variant effect prediction
with AlphaGenome
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FDA’s
Plausible Mechanism Framework

Considerations for the use of the
Plausible Mechanism Framework to
Develop Individualized Therapies that
Target Specific Genetic Conditions
with Known Biological Cause

Draft Guidance for Industry

This guidance document is being distributed for comment purposes only.

Subimil ons st of cither clectrame or willen comments on this drall gadance by the date
provided in the Federal Register notice announcing the availability of the drafi psdance.
Submit electronic comments 1o fiifps: ww regulations gov. Submit written comments 1o the
Dkt Management Stall (HFA-303), Food and Drug Admansstration, 3630 Frahers Lane, Rm
1061 Reckville, MDD 20852, You should identily all comments wilh the docket number lsted an
the notice of availability that pablishes in the Fedenal Regisier.

Adkhitiomal copies of thas puidance ars avaalable from the Office of Communscation, Dutreach
.md Development lU( ﬂ-l?l by calling 1-B0-835-4708 or 240-402 \I’IID n—mml

mndusiry biologicsi a, of from the Intemnct at fittgs:/haa poiy a-hlon
big ORI pudance-c 'n[ln(;LullrJnlmllrhlu |u|, l,.m..

For guestions on the content of this guidince, contact OCOD at the phone numbers or email
adidress [msted above

1.5 Department of Health snd Haman Serviees

Fuidl aiidl Dg Adiministration

Cemter far Biologics Evalustion and Research (CBER)
Center for Drug Evaluation amd Research (CDER)
February 2626
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X 0|4F(pathophysiologic abnormality)
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Medical Genetics and
Genomics (ACMG)

European Society of
Human Genetics (ESHG)

American Society of
Clinical Oncology (ASCO)

The American Society of
Human Genetics (ASHG)

European Society For
Medical Oncology
(ESMO)

Association for Molecular

Pathology (AMP)

American Society of
Hematology (ASH)

Fslol

1o
to

KSGD |

)

M
0z

7HzIE
AN
LMCE2026
ChEIRIT o Ets| Strhs]
chetzIc e sts| 938
CHSHdoNEls| 24| 3)
27stes|
ZH|staE|

o|gt/7d8} Primer course

2026 AH|13| Genome Medicine Academy

d 509 71" ZAlstEiz

Alstarhz

i

2026 ACMG Annual Clinical Genetics

Meeting

ESHG 2026 Hybrid Conference

ASCO Annual Meeting 2026

ASHG Annual Meeting 2026

ESMO Congress 2026

AMP 2026 Annual Meeting & Expo

68th ASH Annual Meeting and Exposition

+&IHE| (ICKSH 2026)

7Hz| 7124

4/23(8)~4/24(2)
10/21(%*)~10/23(2)
3/12(8)

9/10(%)
3/26(%)~3/28(&)
5/13($)~5/14(%)
10/15(%)~10/16(2)
4/23(2)

6/14()

11/1(%)
11/25(%)~11/26(=)
3/26(%)
11/5(5)~11/6(3)
5/27(%)~5/28(F)
6/18(5)~6/19(8)
3/28(E)
2/26(%)~2/27(8)

9/17(®)

3/10(8hH~3/14(E)

6/13(E)~6/16(&hH

5/29(&)~6/2(3h

10/20(&8hH~10/24(&)

10/23(&)~10/27(zhH

11/10(8H~11/14(E)

12/12(E)~12/15(EhH

ST Center, A&

Baltimore, USA

Gothenburg, Sweden

Chicago, USA

Montreal, Canada

Madrid, Spain

Seattle, USA

New Orleans, USA
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Seoul Clinical Laboratories
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cobas 5800/6800/8800 system, AVENIO Edge system, navify Mutation Profiler

SHRZHTICTHS AQIA HAH|| 250 2442 TITHAIE ot HI0R 1990 AR E|UC TITHIAIAIGE
(Core Lab & POC), 2XIEITHAIE (Molecular Lab), E2|EITAIRIE (Pathology Lab), CIXIE QIAO|E AtRIE
(Digital Insights), S 2t2| Al S (Diabetes Care)2| 57tX| 24 AFFE0lA RO 27 |UH of TICH X2 2
LIEES Qo SAEQI HAL &2 M HTZAL Y 21X X7 HHAL717|, CIX |2 &2 M0 0| 2= ZHLISHNE ZEE
2|QE MBIt 24TICH2 Il 22 M7 M2 TITAIS| MF 7|Po2 24089 dE| 2 H|FHof| w2t x|
SFAtRIEIQLS| ZXE Sl BA WEH £ MS MISTHH XL A MO KBS g 4 UEE S0t e=2ERT
£h2 Ot 2|7} 0f210] F7| XM 27| thE], L K ASE {210 X| 2, oS STH ol 8! B AR X2, A0k et
X X2 S Ate] 38 &S0l &M T QUL diagnostics.roche.com/kr/ko

TIE/ g2 HAt

1983 ZLH 2| = ZHAF M2 2o MBIE SCLIHTHEQ! M2l ntsHiTA) 2 MIAIHQ! M 2ta| A|ARDE &4l
HOI AL ZZHA TQIS Sal| MAIE £Z0| A | 2O 2 X2 |0HZIRHCE 199218 PCR 2A1E et 9l 244 2H = A
S A AR £QlS H| 26l 1998 Ui |22 MIAIK F - 2t2| 7|22l CAP(College of American Pathologists)
ERE QIES &S0t T olxi7IX] HALS| E S 2loH X4 Xl L2 0|0{Th E3| OtA|OF A[CH XSt AIAR
S HIRSY SCL2 iS22y - TITh N - ZRIRICH RTHHA - E2M 5 127 ZAFE M0 4000 B2 £| M FH|
£ 53114,00001 71 HAL =S A £ Q= AR HAAARS P=JCE ot oLzt SCLE HAMM o=
T2 7|EHUME, 9| 27|7|AMAHME S HPMES Fxcl H77|53 A2t 23S 2lof &MRLCh B2
Lot ME ATQIHS A ETIAA A HAFH WL 2 SE, LARXIY, QMRS 230l 0|27|7HK] SCL
AT7| &3 ghatoll =St QICt SCLE SL{at ofL|2t Q2H 7|2+ MotR o1 - B4 S HIE O 2 sfie| 2|2 7|

B SENAIE FEBI0] 2 2k X0l = 7|05t ACE

C}-2 ujolQuiciz}
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CHHIO| 2H|C|7} & Y 20|LEAR[of #
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H|2|ZITHE 9| 27]7] & Next Generation Sequencing System

At Illumina, our goal is to apply innovative technologies to the analysis of genetic variation and function,
making studies possible that were not even imaginable just a few years ago. It is mission critical for us
to deliver innovative, flexible, and scalable solutions to meet the needs of our customers. As a global
company that places high value on collaborative interactions, rapid delivery of solutions, and providing
the highest level of quality, we strive to meet this challenge. lllumina innovative sequencing and array
technologies are fueling groundbreaking advancements in life science research, translational and
consumer genomics, and molecular diagnostics.

NGS System & Library Prep Solutions

AT (F) = 20221 =0l LRIt HYRISH 7|Xb Tl 9|AtZ, CHAZE HYZSH A7 FH| 8l Al 33 X9
of LotRE HIEO R HIt HMAel 2 HESS =010 SFstxt YLk

Genomics, Element Biosciences, Watchmaker Genomics2| 24! CH2| & L |Ct.
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SCIENTIFIC
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GCXl= #
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CHEMZ
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HEXE
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CHERIZ

SIAFATH

+ HENZ

* BlARRIN

« HENE

o S|AMATH

lon Torrent ™ Genexus™ Dx Integrated Sequencer (KFMICH €7 | ME 27|, NGS)

MEZT] A ALO|AE|Z (ThermoFisher Scientific)2 & M7 5001 7§ =71, 2f 120,000 2| =1 S1t 271 A 0=
$3802] O|4+2 EAI8t= K01 ahs slAjelLITh MBI ALO|IE|ZIS THS0| MAS TS 21Zstn, T3
S, QRIS BHS 4 QU= S SCHe A 7HX| 0, Mkt SO0k ol 27, SEeH KA LR 812, B FE

i 3 CIoFE JHt, AEHAl A ol F2fotn gLiC.

=1
=
2z

=,

DxLiquid (ctDNA) % DxSeq (gDNA) NGS 224

(F)ClAS2 KM E7|ME 24 (Next-Generation Sequencing, NGS) 7|gte] EXtEICHEZMS Jtst= 7|
AQILICE ok L 23+ Z2F DNA (circulating tumor DNA, ctDNA) 3! RF M #0|Z HUsHH| 24810, H| A&
M YHDOR L X2 M, X| 2 gt ZL|ER, L EIX| S T7HSoHA| SH, 24 Of A}

Ch XEA| ZHed st Al2F, TSRl EPI i A st MEXE St (bioinformatics, Bl) £44 I g

to-end Z2EZg 7|42 2 DxLiquid Pan100, DxLiquid TMB500 S S{A1Z{Q1 HES MEH0|1 YOH, TX| A

HRD/ DES/ DGS/ NGSIH/ G-NIPT

GCRISE GC RISl RAAISA 22 XBIAIRA M QHH U ST HAISH LARFH 241, 7Hold oBut
S 0% S QA 2AS S5 T TEF MHIA AR TSN UBLIC GCRISS B3 KA BHTEE ¥
O]

=
Bt StE KRS elodsio] g o IR CHY S BHLEZ LD, RTM 24 Agel 2|52 dgah LiZ AL

BRCAaccuTest™PLUS / HEMEaccuTest™ / ONCOaccuPanel™ / NGeneAnalySys™

NGS FUTIEH M7 | AHIHO| 2= BT 7|&3HT 7|2 2efs Se YT EAE AR = 2 - 2| Y
71&8 dshs S2RE YU R SN 7| PYLICh AHIH0| = 2017 FLH 2| NGS 7|8 R84 Yt &
L2 YLUTICHHIS Y88 ARz dle, nee), 37| R H et ZANSR UL NS S LIS A
HEZ2(QE FHOID AFLICH FESHAFHI0| = L HAOM Lol STA| HIO[E S Fetota 2|
Mg 4 AR 24 ADEQ01S &t MB T & MZst ASLICE Feket 87, Yuet HF Y n=dt
71E 52 SOl YHE R dS AU, 2| Yo YLUO|Z MH|AES ol TEHHIZ I HA MH|A 2E HH
SEHUDALES Sal 22t ASLICE E3HXEHl Y 7|E 483t 8l ey e Solf T FHo| Crdst 2
OF SITHE F=TIst 0, SQfH BedE SEHTIEHCDx), 2| o2t of X0l HR3h K| W, ZeE ZIEh ZofollA
T IMAERI Gt BESIH 7|E 3 MY =S XISt AELIC

A

ot HI MH o

S
2f
Al

SureSelect, Magnis, 4150/4200TapeStation

Agilent is a leader in life sciences, diagnostics and applied chemical markets. The company provides
laboratories worldwide with instruments, services, consumables, applications and expertise, enabling
customers to gain the insights they seek. Agilent’s expertise and trusted collaboration give them the
highest confidence in our solutions.
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llumina

lHlumina DNA
Prep with
-xome 2.5
-nrichment v2

2H|E Ef JHEO|ME 0| 8%t x| MHE ofd C|xtol S X8t Meixoz O|EZC2|of o d o}
FEHYU AS =N HE X1 0|7} B2 a2 40| o2 SHEBLE spike-in 2EIXES AFRSHO]
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KISTKINGSC| GAt= HIZ1 AR AIZHTAT) Al0IC] E=2181= EFI0IUSLICE
VITARI= 0[213t DE2HES Th= 2 B NGS High-Throughput System 2ILICt.

$100 Genome AILHE 0i= MZER2 JIE,
M=2 EZ0| NGS & Multiomics System,

VITARI™

Scale output with

up to 10 billionreadsor3TB
data per dual-sided run

Lower costs at scale with
a$100genome

Rely on high-confidence
data >90% Q30 quality

Flexible, right-sized run
configurations with

2 independent flow cells
with 6 lanes each

For Research Use Only. Not for use in diagnostic procedures.
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