[ Downloaded from |labdiagnosis.ir on 2026-06-29 ]

0w b ol b g 49 Wit 0 590 S A gl (B p20
MADIL1 g TNFRSF10B & lxiol b o35 99

Jboo Slobe and o ®
55 [ 5z Jalw ol l5 g

valiasrgeneticslab@gmail.com

TNFRSF10B 5 MADILI 53 :L_se3lgauls

doudo U

Ob5 e laygegs (n 5 @ls 5l (So Gl Olb e
5 Ol 4 Ml slawiul jo (S35 elge i g Sl
o Gl JIgp el oads w2bs 05 @ o (5T i
&l 2308 )l wedon glo o LNGS oy
Oy b oo ()l et 9 Sl sla Zibly (olwlis
Oboyd Copde cyandels 10 Wlgh o aS Cowl 00 9l o0l )3
o o bt aslllae cpl o 08l Fge S5 0 jglie
Slawiul g 590 55 oo a8 03 VY Jolt &S Gl
e () o S 59, 2 5 ASl (oo o 4L
Ol e g canl oays I &l oo plol JUSTs s IS
TNFRSF10B s MADILI (sls 5 0 il s 50 o0
sl 05 & b 0T 5l S S 1 olow 50 &
b5 S5 S5 (gmyp 318 G by 590 50 (Al
S8l (g0 55 S8y Jleas Fb A ie o8 o e 53 50
Pl ©yge @ Fse slos 0 5l sl acgerme STl nle
& Gl b S wals> Cgllae Wb (o) Siedun
Ol 4 gly e slo o caalllas Gl wiile Sl (Sos
g 488 A )3 (g )len el gilae

|

H9d (Jedoxo 5> @ :
e PhD (al—io bl pole (ol s’ — =
olols Sy pele olldls ( Sy <>
dr_dovlati@yahoo.com ’

asds U
5 Sl U5 e (oo 5 @l 5l b Ol
il ol ed iy g olml o (page (1B (S35 Jelss
SelS pasai b o) Al Y7 Lo S addllas cnl o
«carcinoma infiltrating ductal of the breast»
i 5 esliial b aylb s oo Solgils ail s b
b b I 2 e 5 Ol S9n 50 e 5 el
oo 285 )18 (S5 (s 2 )90 (NGS) oy
g D959, ol lg g9 eases las Sile ysails
1- MADI1L1:c.1866C>G (p.Phe622Leu)>
Likely pathogenetic
2- TNFRSF10B:c.137-144+20del>
Pathogenetic
@l iz 9l o @lialesl (Sl (5155 bl
o segregation ;JUT slsl g Sanger yos, L 5553
sloslainl b cllin (pl 10 .00,5 o drog colgls glac!
ACMG Joall g0 (bl 2 i 9 550 sl aidly
ol ol b 5 Sl A ol o Jie i
Sl g @l Glb s 35554 5 (2T G Lo 05
S 5 b etzmed el oo ke (b 6 25 Sl
G gy g bt S0 b anlie 5 (JsSIge el
3 G 98 ol Semeal Sl (S S gl (55505950
el oo @l axlllas ol o oy o slons

VY 5 lowi 1 Fed ,los — el g ol lo ;1 doliduad


https://labdiagnosis.ir/article-1-632-en.html

[ Downloaded from labdiagnosis.ir on 2026-06-29 ]

Slgl dile g 5 len Dad (b vz b
09 iged b al by (55900 (S by plal (e
DNA Izl 5l Gy g o 418 5 slisil 0s (59, » sl
bs e sla (5 5l golan (Aenend) V oyl g b
030 15 S )lems o L vz gyl Sl b, b
L8558

SLETTTIN

05 @l sl =l e e Gl
Do dm ol e Ml shw il b e
4—Lb Comprehensive Hereditary Cancer Panel
DNA @505 0355 ploxil s S 0)led Jour
target capture by, Lo 5 gl 5wl ae (9
565w olel o 4 o3 >y g Lo (955 4on
b Sy [lumina NovaSeq 60005, &y o wgs
sl 0550 &5 il YL b (M) w5 el
Gibsy 5 9 (13T (s ST 6lp (V) Bua
ol b oy elS s 45351 Bl LI bp 10 5 Sopas S
4 JolS s pae iile 58 o Cudgue JLo
1585 Culs 0925 5 55 8 S5 5 55 sle CNV
sl 00 53 anlllae

ACMG sl Josdlygiws olul gl coblg puds
S sl sols sl UL 5l oo (55 gex Saled g
Gk b obly ol 515 50 () e B 5 g0
ACMG (American College of Medical Genetics and Genomics)
ok ganadb Jlisl gl g )len b1 6)low (laie 4
,osegregation w9 Sanger b zulo ool @ deogs

S 00 o0ls e o¢153l>’

labais 2l s Sy s de Jlaws MADILI o5 0 @

wlwls €.1866C>G(p.Phe622Leu) 6%, 59 50
Olaie 4 (Seasy SleMbl SOL i )l58 bl 9w
Al e .05 s aid Likely Pathogenic

» £5“‘JL’ 9 Giul,a)s.m‘}u C.:Lu 9 009.3 JaLf 00— uu)‘)f
el 00l )..\.w.m Gol.a..}‘ uLC)’Uo‘ wLA‘

MADIL1 5 U

S35 o G sy 3 (Ko eans oS MADILT (5
A Cewl j9e ol 90 cw)lg adadl ousS” S
SBUT-5Ble 0 o pyi909,S ez oSS 0aLiS (aanS
@ e Wlg o MADILT & Sloe jo Pzl asl oo
Ol i 45 095 (093909,5 (5Ll g saSghg]
S Olodgs 351 (o ool 3 1 a5 59 Jleix
@l ol o sl as 2 S8 50 o (i 5 5 ol
V) el 05250 So3slom oz o

(DRSL TRAIL-R2) TNFRSF10B 5 U

sl 00315 5l s oouS L oS TNFRSF10B 3
S &l TNF(Tumor Necrosis Factor) soly s>
Loy oo Wl 59041 e TRAIL GIKJ Jlas! b
P o Ses lo a &S (oo JWB ) (2 e
59055 5aml 5l Jsb S crge Wil (o 005 ]
5 o0 by oz 5 Gl cilizes glgil o (] (2
() S daas ol el oals 5 138 (Ll g 0,8

90 SByxe U

Sl b oo i Jlo aw jlas dle Y7 il s
s 090 Sly Gliny (o 0058 a5 L (S
@l (55l (i 5 (g loy wigei b g s S )8
&l Jee bgoud 0l s o2lee JUS1S poie IS
ailer (SN (w53 o plnil 43)b S (cogiSinle
() JSo) cclils 092 3 s s glail a4y Slse ol 3

1 Y \
"m— PPy WA
s o —JL PA Y

Y b S oy 2095 =l £ =¥

! | S sk e
1]

Oy S92 g albbw (o) ) S
Jlow 958 losgs o

vy

VY 5 lows Y Fed ,los — sl g 0l bl doliduad


https://labdiagnosis.ir/article-1-632-en.html

[ Downloaded from |labdiagnosis.ir on 2026-06-29 ]

2908 53 (529)929,5 SINLL j9a> (Sl (e sd Wl oo
)‘).9 oy Q)s.AY‘Y‘ Jl_w)b 456‘ AAJUG—O)QKOPS
A aiojls ol yoais iz el o) +) ] b

Al i Slallls 5 So5sls 5508

TNFRSF10B (45 3,5 dos » i 51U
bl as cul sl ow 15 adg Joie 05 (2
Juély > jeuel e TRAIL K 4 Jlas!
°‘)"J‘f u.)‘ ;)Jil.o& OJ.MSJM 6[{0 U}“‘Jbﬁ'o J.J‘Sn
A oo ..\)‘9.1‘50 9 03— u;)‘)f LDqu)_w )‘ Gcly‘ B
aS Ailosls ul—a.u.’ )...x G'L’JUQ'A 09_..» )5...»9_»1 L wal&a
o5 5 o sl ol 3 DRS 0 s b b
0d—3 )55 Bds (B) weo oo 7, o ygeg i gay,
Doy e o S0y a9 S0aS Al Jol i oS
Cawd L a8l g ades el wilgs oo conl Jg55]
u)ﬁ.»o LY} |..\J5 Jé)j (5‘51_"4 sjj.n u)l.c‘ o.)s..\.?u» U"ﬁ)

() Cewl oo guus asb Pathogenic

DRS5 (50, Slas o3, cwd 3l e —db ,lats
Sy sla Jom jo 1) (Jolw S o sl ol Wil o
JUEWOS LSRN COT TP F SN PSR E5d BRIPIN VL g W £
L (V) ail 138,50 S e oolax .l TRAIL/DRS
3,09 0975 b Seilogu Sj50 s y3a55 50 Sl lg Gl L
sl Guizmad g ail o (germ line) LIy Y o Laas |
03,5 sy 0l 3 53058 50 S5sn] Sl s

30 008 68 50 ail,ls S lsjer 05>
Lol & TNFRSF10B s oouS Jled e oSk g
Cd )iy g 5an el Sl (Sae Syl (28 s
(S5 SIS 989 &5 l Bl (g 99—8 Gl
B> ol oljen 40 MADILI 5 gz alawls
05 20 05750 G b ksl Gk 5l cgere la Jsls
&S 5 lgan 1) 55,9095 e Wilgs o TNFRSF10B

vy

L Bd> el ly S 55 TNFRSF10B 5 ,0¢
5l s Jels €.137-144+20del oz )l> s 5
5 lwlid D559 Oy 4 (Sl 4>l (5955
ol 9e>g . 0—i b,l;5 Pathogenic g 4 5,155 5o
@, Wlg o DRS/TNFRSFI0B (5 0 oSl g
s_i.u}uy—‘ O Slas 8, Cwd 3l g @b uig ol
T
P P A O Y- VU VDS YRV S Re|
ST sl Cusgase (piored 0gr (VX 31 VL) Bae
3529 35 S, sl CNV L ulis poe Sl assle

Casls

G5 ambg ey U

MADIL1 (59 Sdos » gt i1®

9913 o S'93 S alail )3 (5 970 A ()5 ()
Ailgy g0 widd ooy |y o Sles oS ol g
Sl (ol aio) (sl sl s (saSslyseil r s
Sllllas 3 anles Cesle popiay sl ial33l gy oa
5 Sl 45 0ms oo ot o2 sle Jow 5 ol
ol 5l lgil 590 Sy I3 L MADILL o5
b by 500 sla oy 5950 (63)l90 )3 9 il ol o0
Jle 1) (V) sl oas (5,155 55 T g0 slo g
S95sle3a Tl B e clallas 4o T 59 o i 155
(&l eols lid 1y Haeeh 4y ool 4

Jolgs ACMG  Sledlbl SOL go ails Lo,
Likely Pathogenic cossg ol! cel aiilys oo 3

O,flec b lisl s )l Se ol o i Sil®
(S 4l 53 ol el sl 5o8) atig

8 S sle ool sLm oSyl 5| olyeas anls o
Ao lias alie gl glew o 1y ol Al &l s

() @l 6l Copmoz 4o il g Vb Slsl3 ol o

blo)ly 38 o s gl Jb o=l e
(functional assay) 5o ,Sles ol @ 5L Jgleocle
csdb Sl 5118 09 e0lgils o segregation ;LT 4
ol S 90 Sz abals o Slos p Jge by SG 992

VY 5 lowi 1 Fed ,los — el g ol lo ;1 doliduad


https://labdiagnosis.ir/article-1-632-en.html

ammEw Ll

ownloaded from labdiagnosis.ir on 2026-06-29 |

258> sy p bz (WESIWGS) L by 9055 NGS
Silagu (M Slgld s 9 5909 b ,0 b il g
il b lays gy 65 JSB e Wl (o

150 8o L5, -Y

Ol s Jle sl N Vitro sle tlojl ploxl
bl 5 55001 0 Al byl s Jsb sl Y o Giex
ooy b oibly o Shee 51 SLST 6l joie S
83,5

1S 0 yglieo - F

el o)lm;0 03lgils g Lo 51— (389 055l i
G an S g sl (o pme ool Bl Hlas ol (b
2,00 6l oy Caetl (6 Sty 9 (ol

L cosguxe U
glel (F o plolis a4 ol el (See NGS Ly @
Gl gl abul o535 gle CNV wiile o i
Dy 555 5 b b obas e e
el Dgae segregation b g0 ,Slas aaleds

o sl le Ghles] iz Gl pll sl e e
Sypo 4 aS oo Sinlesl aSil 4 colie b 9 095 YU
ST ST plonl s o 00,5 0 plouil (L) Acgozs
4y BB S an e 1 adl o 5 4o 4 (ke )]
5L o

o olulid glo gz @80 bl o) n sl
4295 b eizran 9 Ol JUS1S (Slogicn IS5 anlllae (]
S p08 S Olallae ol nl o sz sl ools 055 4
By Oype b

4 sle axdly pulol p glo 5T iy (o—yn
SYsb Bae Gl e (o5 Hgisle 4 LS o] s

SN

Jlo o oKan g Macartney Laug a5 Sldlas jo
E3o90 (pl 0als sl TNFRSFI0B (5 55, » Y+ A
oS gl addllas iomen (VY) Cwl a8 518 a0l 090
05 b Sibly 59, = s 5 Villarroya L
&l 2lhsess Olies (omim s VoYY Jlo ;s MADILI
05 ol S8R9 Gl ol plis (V) o b by
blo G g9 il (phm i g 592 50 OlF (o0
Slard sz JsSse gla Joao b 550 )l cpl il
Sl 458 ) s il (5 el ol
e el sloslbT o g0 Shae Slalllas

3505 oot 855 ol 55 on 1y IS (55w @l 5o
ol addlhas 550 slons 5o by qalz S 5T aS
15655 59,50 il lg g0 caia

*MADI1LI1(c.1866C>G Likely Pathogenic)

*TNFRSF10B (c.137_144+20del Pathogenic)

#5956 50 30 Jemliy (So3elom S35l ()5 90 2 092
&bl oLyl o,k 5 MADILL wasls 1, 5 sgs
Wl 555] (20l Gasbo 5| TNFRSFI0B 5 cog3g05,5
TRAIL Lwg sass

Wl (alad (Sl el 4 o) pelile 4
1305 Seilogu ) Segregation ;JLT 4 Sanger
b axdly (ol 09—t (o0 drogi 69, 8es sl lesl
9 Sl o e ;0 sl oaisS plesal, A iy s
il 4l gl oolgils ¢ lams (glys K5 o5l
wlolpauiny O

to0lgils o segregation fdsi -

03lgils 133 5 Mie slias] 1o by fy BBy 3925 (s 2
Sgd oo duogs Segregation ) bls | s Cq>

(092 9y 50 ©)9u0 5) yg095 Cb (omwy 32 =¥

b Jle sl jses o (sl adlaie [ Sslog—u U]

-1
o



https://labdiagnosis.ir/article-1-632-en.html

EEEEERENEEEEEENENEEEEEEEE O

References:

1- NCBI Gene: MADILI (Mitotic arrest deficient 1 like I). Gene ID: 8379, updated on 19-Nov-2025.

2- Thorburn A., TRAIL receptors and apoptosis. Journal of Thoracic Oncology. Volume 2, Issue 6, June 2007, Pages 461-465.

3- lllumina — Targeted Gene Sequencing Panels. © 2025 Illumina, Inc. All rights reserved.

4- Brancato D. et al., NGS Approaches in Clinical Diagnostics: From Workflow to ..., MDPI (2025).

5- Villarroya-Beltri C. et al., Biallelic germline mutations in MADILI induce a syndrome of aneuploidy and tumor predisposition, Science Advances (2022).

6- Atlas of Genetics and Oncology — MADILI: alterations associated with chromosomal instability and cancer susceptibility. Keli Lima, Joao Agostinho Machado-Neto,
PhD, 2018-02-01.

7- Death Receptor 5 (TNFRSF10B) Is Upregulated and TRAIL Resistance Is Reversed in Hypoxia and Normoxia in Colorectal Cancer Cell Lines afier Treatment with
Skyrin, the Active Metabolite of Hypericum spp .... Maridn Babincak. et al. Cancers 2021, 13(7), 1646; https://doi.org /10.3390 /cancers 13071646.

8- Adams J. et al., Infrequent mutation of TRAIL receptor 2 (TRAIL-R2/DR5). J Adams, et al. Elsevier, Cancer letters, 2005.

9- Crowning the Kinetochore: The Fibrous Corona in Chromosome Segregation. Trends Cell Biol.

2020 Aug;30(8):653-667. doi: 10.1016/j.tcb.2020.04.006. Epub 2020 May 5.

10- Comprehensive NGS Panel Validation for the Identification of Actionable Alterations in Adult Solid Tumors. J Pers Med. 2021 Apr 29;11(5):360. doi: 10.3390/
Jpm11050360.

11- Macartney-Coxson D, et al. Cancer Genet Cytogenet. 2008. (ISSN: 0165-4608, 1873-4456).

FasL
o

TEEssemmmssaa,
13

TNF W‘SQ@)B}%T&&J@'W@@:QWN

ownloaded from labdiagnosis.ir on 2026-06-29 |



https://labdiagnosis.ir/article-1-632-en.html

[ Downloaded from labdiagnosis.ir on 2026-06-29 ]

AIP
ALK
ANKRD26
APC
ATM
AXIN2
BAP1
BARDI
BLM
BMPRI1A
BRAF
BRCA1
BRCA2
BRIP1
BUBIB
CBL
CD70
CDC73
CDH1
CDK4
CASC5
CCNDI1
CCND2
CCNE1
CD79A
CD79B
CDHI11
CDH2
CDH20
CDHS
CDK12
CDK6
CDKS8
CDKN2B
CDKN2C
CHEK1
CIC
CKSI1B
CMPK1

COL1A1

CDKNI1B
CDKNIC
CDKN2A
CEBPA
CEP57
CHEK2
CTNNA1
CYLD
DDB2
DDX41
DICERI
DIS3L2
DKC1
EEL]
EGFR
ELANE
EPCAM
ERCCI1
ERCC2
ERCC3
CRBN
CREBI
CREBBP
CRKL
CRTC1
CSFIR
CSMD3
CTNNBI1
CYP2C19
CYP2D6
DAXX
DCC
DDIT3
DDR2
DEK
DNMT3A
DPYD
DSt
EML4

EP300

ERCC4
ERCCS
ETVe6
EXOl
EXT1
EXT2
EZH2
FAMI11B
FANCA
FANCB
FANCC
FANCD2
FANCE
FANCF
FANCG
FANCI
FANCL
FANCM
FH
FLCN
EP400
EPHA3
EPHA7
EPHBI
EPHB4
EPHB6
ERBB2
ERBB3
ERBB4
ERG
ESR1
ETS1
ETV1
ETV4
FAM123B
FAS
FBXW7
FGFRI1
FGFR2

FGFR3

GALNTI2
GATA2
GPC3
GPR101
GREMI
HAVCR2
HNFIA
HOXB13
HRAS
IKZF1
KIFIB
KIT
KITLG
KRAS
LZTRI
MAP2K1
MAP2K2
MAX
MEN1
MET
FGFR4
FLII
FLT1
FLT3
FLT4
FN1
FOXL2
FOXO1
FOXO3
FOXP1
FOXP4
FZR1
GG6PD
GATALI
GATA3
GDNF
GNAI11
GNAQ
GNAS

GPR124

MITF
MLH1
MLH3

MREI1A

MSH2
MSH3
MSH6

MUTYH
NBN
NF1
NF2

NRAS

NSDI
NSUN2
NTHL1
PALB2
PAXS
PDGFRA
PHOX2B

PMSI

GRMS
GUCY1A2
HCARI1
HIF1A
HLF
HOOK3
HSP90AAL
HSP90AB1
ICK

IDH1

IDH2
IGFIR

IGF2

IGF2R
IKBKB
IKBKE

IL2

IL21R

IL6St

IL7R

PMS2
POLDI1
POLE
POLH
POT1
PPMID

PRF1

PRKARITA

PTCHI
PTEN
PTPN11
RADS50
RADS5IC
RADS5ID
RAF1
RASA2
RBI
RECQL
RECQL4
RESt
ING4
IRF4
IRS2
ITGA10
ITGA9
ITGB2
ITGB3
JAKI1
JAK2
JAK3
JUN
KAT6A
KAT6B
KDM5C
KDM6A
KDR
KEAPI
KLF6
LAMPI

LCK

RET
RHBDF2
RIT1
RPS20
RRAS
RUNX1
SAMD9
SAMDO9L
SBDS
SDHA
SDHAF2
MADILI1
SDHC
SDHD
SHOC2
SLX4
SMAD4
SMARCA4
SMARCBI1
SMARCEI1
LIFR
LPHN3
ERR
LRPIB
LTE
LTK
MAF
MAFB
MAGEALI
MAGI1
MALTI1
MAML2
MAP2K4
MAP3K7
MAPK1
MAPKS
MARK1
MARK4
MBD1

MCLI1

axflloo (ol 50 oul b e b (5 Jolds oulls ol

VY Blond — V0 o — e 5 oluiylo i dolibiad

SOS1
SOS2
SPRED1
SRP72
StK11
SUFU
TERC
TERT
TINF2
TMEM127
TP53
TRIP13
TSC1
TSC2
VHL
WRN
WT1
XPA
XPC
XRCC2
MDM2
MDM4
MLL
MLL2
MLL3
MLLT10
MMP2
MN1
MPL
MTOR
MTR
MTRR
MUCI1
MYB
MYC
MYCLI
MYCN
MYD88
MYHI1

MYH9

ABLI1
ABL2
ACVR2A
ADAMTS20
AFF1
AFF3
AKAP9
AKTI1
AKT2
AKT3
AR
ARIDIA
ARID2
ARNT
ASXL1
ATF1
ATR
ATRX
AURKA
AURKB
NCOAL1
NCOA2
NCOA4
NFE2L2
NFKB1
NFKB2
NIN
NKX2-1
NLRP1
NOTCH1
NOTCH2
NOTCH4
NPM1
NTRK1
NTRK3
NUMALI
NUP214
NUP98
PAK3

PARP1

AURKC
AXL
BAI3

BCL10
BCL11A
BCL11B

BCL2

BCL2L1

BCL2L2
BCL3
BCL6
BCL9
BCR

BIRC2

BIRC3

BIRCS

BLNK

BRD3
BTK

CARDI1
PAX3
PAX7
PAXS8

PBRM1
PBX1
PDE4DIP
PDGFB

PDGFRB
PER1

PGAP3
PIK3C2B

PIK3CA

PIK3CB

PIK3CD

PIK3CG

PIK3R1
PIK3R2
PIM1
PKHD1

PLAGI1

255 Bl 1) dowoid Jgux

™

PLCG1
PLEKHGS
PML
POUSF1
PPARG
PPP2RI1A
PRDM1
PRKDC
PSIP1
PTGS2
PTPRD
TNFRSF10B

SDHB


https://labdiagnosis.ir/article-1-632-en.html
http://www.tcpdf.org

