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_ Treatment Expansion  Final generation-
PDX model D . . PDX tumor
* Anaplastic thyroid cancer (ATC) Is a « Six patients included (4F, 2M) » Successful establishment of cell * Immunohistochemistry (IHC) D stage collctior foen (g OO
rare, aggressive, and deadly disease. » Successful establishment of lines was defined as: analyses were performed against I VDAATCL TANIGML  IVC ATC No s 3 7
» Patient-derived xenograft (PDX) PDX model was defined as: 1. Atotal of at least 20 passages human-specific pancytokeratin 2 MDAATCZ T4lNIMO Ve ATC Ne A & >0
. . - Multifocal clusters of _
models have been shown to recreate 1. Expansion success from FO 2. A minimum of 6 months in (CK), TTF-1, PAX8, BRAFV6002E il carcinoma. D2EFen’
] . ] ] 3 MDA-ATC3  T4aN1MO VB consistent with S F4 F4 14 4-5
human tumor biology, specifically In to F3 (4 generations) culture and TP53 esidual ATC
terms of gene expression, tumor 2. Abllity to expand from a * Cell line doubling time was * Short tandem repeats (STR) o Aol
h ' dd icallv f | | lcul di inli lvsi f d f | 4 MDAATCA T4aNIbM1  IVB ATC arising Vemurafenib 5 F3 14 35
eterogeneity, an rug reSponses, cryogenicCally 1rozen sampie always calculated In triplicate analySIS was periormead 1or a associated with PTC
- . - - - - Cobimetinib
making them a robust In vivo pre-  Tumorigenesis was evaluated PDX models, cell lines, and o C 2 3
L. . . _ ] _ ] ] 5 MDA-ATC5  T3aNOM IV AT No F5 F 14 -4
clinical model for new drug using an orthotopic model In matching patient tissue using N
: : 6 MDA-ATC6  T4aNOMO  IVC e No Fé F6 14 34
development. athymic nude nu/nu mice Promega PowerPlex® 16 HS
3. Results ,,
3 ol e doubfing ¢ - duration i cul Table 2. Short-tandem repeats (STE.) of patient tissues, cell lines, and patient-derived xenograft models (PDX).
Expand tmor for | | § : Patlentl x'\ffAATCI .Patierj"c 2 ml\_/lDAATCZ = Sucr:::?nr:o l;iul;:is)g gr‘;elng[;(;r::‘c(i}:]r(\)ir]rl[ E;:itﬁg S {::3; STR Source (passage or generation) AM  CSFIPO  DSS818 D75820 D135317 D165539 THO1  TPOX VWA  Identity® (%) 4 _ c o n cl u s i o n s
:E;;Tz;izzflp:zsi.:;vat : g : TPS3 o 171 2 X MDA-T187 32.6 10.1 MDA-ATCL Frozen Tissue X 10,12 11,14 9,12 11,12 11 9.3 8 16,18 100
eeeeeeeeeeee icacy e - - &5 T % \rp X P Vg S S MDA-T248 25.6 9.9
o "Novel therapeutics k9 BRAF & S Godon MDA-T269 97.4 10 (Female) MDA-T187 cell line {p28) X 12 14 3,12 12 11 9.3 8 16,18 88.5
., edxammpieces g Fn MDA-T273  33.9 7.2 - ) 012 1114 b b " o s 1618 o 3
\ Fig. 2 Gross evaluation of PDX demonstrates a TTF-1 B i PN ¢ We have develOped and
N ’ P large solﬁde tumor (A) with admixed necrosis, MDA-ATC2 Frozen Tissue XY 12,13 9,12 10,12 11,12 11,12 6,9.3 812 17,18 100 ] .
g - Fo ¢ y gzcl::]auréz,dh:ur:\fzzl;h?ég)e, and a marbled tan- s . (Male) PDX (F3) XY 12,13 9,12 10,12 12 11 6,9.3 812 17,18 92.3 Ch araCte [ Zed SIX N Ovel ATC
Tumor tissue harvested surgically - . ok BT ‘,:x : NDE R L e el MDA-ATC3 Frozen Tissue X 10,12 12 9,12 11,12 310  69.3 812 14,15 100 P DX mOdels’ and thelr Ce” Ilne
tanepated ety o e |8 = g " " HUMAN TISSUE 5OX MODELS ’ | (Female) PDX (F3) X 12 12 12 11 210  6,9.3 12 14 73.1 - -
P A T R Fecaes b {it.i\y o MDAATC MDA-ATCA Frozen Tissue X 12 9,11 11 11,12 11,13 68 9,10 14,18 100 COunterpartS In four Of SIX
s RS RS R T, N RN BRI RIS TP53 i e }"""‘"\i}:”‘ r”,.:‘?‘g‘*”"» e ,MpAv"Tzsg & (Female) MDA-T248 cell line (p25) X 12 9,11 11 11 11,13 6,8 9,10 14,18 96.2 mOdeIS
’ y PRAF PDX (F2) X 12 9,11 11 11 11,13 6,8 9,10 14,18 96.2 ° These mOdeIS CO ntal nun Iq ue
. TTRA SR e gy K MDA-ATCS Frozen Tissue XY 11,14 12 8,10 11,12 11,13 5 811 14,17 100 . . .
— ' B SR *n e . MPA-T273 (p14) :‘;"EAIQAT\%?(F”“Q) o | _ h |St0|og|C and genetlc
e e (Male) MDA-T269 cell line (p20) X 11,14 12 10 11,12 11,13 6 811 14,17 96.2 T
Fig. 1 Fresh patient tumor specimen is prepared in 4x4x4mm pieces to s m R S y“ ™ PDX (F3) X 11,14 12 10 11,12 1113 5 811 1417 96.2 Vanat'OnS
implant into the right flank of immune compromised/athymic nu/nu mice ~
CK '.,\,.;}: 3 - ’ — MDA-ATCE Frozen Tissue X 11,12 12 10,11 9,11 11 7.9 811 14,17 100 ° These mOdels can serve as
Fig. 4 Immunohistochemistry analyses Fig. 5 Doubling time of cell lines (A) (Female) MDA-T273 cell line (p21) X 11,12 12 10,11 5 11 7,9 811 14 92.3 . ..
demonstrate perfect concordance between human ang :'norphologyfof lelll lines in early PDX (F3) X 11,12 12 10,11 g 1 7.9 811 14 92.3 rel Iable pre'Cl 18l Cal mOdeIS
Fig. 3 Histology and morphology of human specimens specimens and their respective PDX models szefss;teaff(sB(; S *Percent identity was determined by Tanabe algorithm based on 13 loci. Percent match = (number shared loci x 2)/(total number of loci in the
and associated PDX models demonstrate very similar, if questioned profile + total number of loci in the reference profile). Reference profile was frozen tissue. . .
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