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Cancer Cell nature - Cell

Long-Term ERK Inhibition in KRAS-Mutant Skoiewemyie Cell-of-Origin
Pam:realu: Cancer Is Associated with MYC Classification of 10,000 Tumors from 33 Types of
Degradation snd 5 like Integrated genomic and molecular Cancer
P characterization of cervical cancer ks i i
Graphical Abstract Authors

The Cancer Genome Atlas Research Network®

Tikvah K. Hayes, Nicole F. Neel,
Chaoxin Hu, . Adrienne D. Cox,

Jen Jen Yeh, Channing J. Der ARTICLE
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In Brief
Hayes ot al. report an ERK inhibition-

Highlights.

long-term ERK inhibition

invitro and in vivo
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Ep;hellal Tumors of Thymic The N-methyladenosine (m®A)-forming enzyme g

A s Graphical Abstract
METTL3 controls myeloid differentiation of normal
Graphical Abstract Authors o .
” hematopoietic and leukemia cells
LyP Vb2, Brian F Pickering*'?, Yuanming C hc...m Sara Zaccara’, Diu Nguyen', G m.am-num', e
|mrr(hry(,nm|‘v r\rlhl"Chﬂ h " Yoge J F g
Minal Patel’, Vi kS, akelman’, Ari Melnick®, .
corman .
Né-methyladenosine (m®A) is an abundant nucleotide —
RNA tha s required for
of mouse embryonic stem cells. However, it emains unknown —_—
‘whether the m®A modification controls the differentiation of
normal andlor malignant myelid hematopoieti cels. Here rasuc
L L) e show that ShRNA-mediaed depletion of the méA-forming & —
Significant Four Molecular Myasthenia enzyme METTL3 in human hematopoietic stem/progenitor cells
Mutations ublypes. Gravis (HSPCs) promotes cell differentiation, coupled with reduced cell
Molecular prliferation. Conversely,overexpresion of wid.type METTLS, Highights
Links but notof a catalyticaly inactve form of METTL3, nhibits « Doveoped a versatie fncinal genomic platiorm for
cel differentiation and increases cellgronth. METTL3 mANA acmatc mutaton annctaton
Highlights and protein are expressed more abundantly in acute myeloid PR
leukemia (AML) cells than in healthy HSPCs or other types of . R e e
Lo et of o o o TRt Kmorcl. Futhorore METTLS depeton oo myeid linoun e s

leukemia cell ines induces celdifferentiation and apoptosis
and delays leukemia progression in recipient mice in vivo.
Single-nuceatide.resolution mapping of m°A coupled with
tibosome profiing reveals that m°A promotes th translaton of « Bultauser-riendly, open-access data poial for communty-
<-MYC, BCL2 and PTEN mRNAS in the human acute myeloid based investigation

mutatons re observed [ feukeria MOLN- 13 celline. Moreove,0ssof METTLS leads o

s incresed loves of phosphorylated AKT, which contributes to the

. amum of autoimmune m ‘and aneuploidy link £ differentiation-promoting effects of METTL3 depletion. Overall

o ptie i
3

= these resalts provide a rationale for the therapeutic targeting of
4 METTLS in myeloid leukemia.
< . N ot . 2018, Cancer Cot 3, 450-482
2 Marcn 12, 2018 < 2018 movir .
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FGRRI doos not sppase to activate classic FGFRI signaing ntomodistes
To nvestigate changes In signaing patwars rosufing from 1nFGFR expression, we compared Reerse Phase Proton
Ay (RPPA) ansysis [30]of BaF3 el ranscuoed with ather tha fu ngth cr mutant BCR-FGFR Kingses wih those
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