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TE RAFT >
To investigate tumor dormancy and microenvironment, we developed PDX model
Purpose& using biopsy samples before and after neoadjuvant chemotherapy in patients
Contents with breast cancer who were treated with adriamycin and cyclophosphamide.
We developed PDX models in wvarious mouses with wvarying level of
immunosuppression. In total, 23 successful mouse models were developed. For
NOD-SCID, NSG, and Balb/c mices, 2, 14, 7 mice models were developed,
respectively.
Mouse Strain Generation| mouse | sites b . ecRsE. (%)
case (mouse) {rmouse}
NOD-SCID F1 6 11 2 33.3
Results MNSG F1 45 57 & 13.3
F2 B 7 2 33.3|
F3 4 4 4 100.0|
F4 2 2 1 50,0/
F5 1 1 1 100.0|
MSG total 58 71 14 24.1
Balb/c-Mu F2 5 7 3 60.0
= 4 4 100.0
Fd 2 2 [} 0.0
Balb/c total 11 13 7 63.6
NOG F2 3 3 0 0.0
Total 147 182 44 29.9
Using PDX model, we can investigate the role of microenvironment with regard
to the interaction with AD-MSC, which were developed during this project.
Various culture conditions including in vivo and in vitro 3-D cultures can be
utilized with the PDX model, which will be of great help in elucidating the
Expected . . . . . L
Contribution interaction of tumor microenviroment with breast cancer cells. In addition,
this PDX model will be valuable resource for researchers who need
patient-derived tumor for their research.
recurrence/meta “omooT
Keywords breast cancer |PDX model tumor dormancy stasis microenvironmen
t
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(1)Human breast cancer tissue= cold RPMI 1640 mediaoll E&.
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(2) =Z[ol 37|17} &2 d% Otz Fstt =2e| IA7|JF 2 EF
mediaZl U= petridisholl o =22 XMYSH 7|2 Z2| o|AlE.
(3) 4weeksZ &7 OlAo0 Isof luran ¢ OIFE

(4) ZulE =2 Fo| wstol Felgt

Al

o

2 AlZH Ujoll eleiZE ol Ao o] Al

- =X g z[Cisk
o| 23 tumor volume(length x breadth x Height)2 =X 3to] 7|2 &,




Estrogen pellet Info. | ,. | catNo. 'NE';121 =
‘ 178-ESTRADIOL
' 90-day release

1.7 mg/pellet
USE BY: 04-2018

8 3. Estrogen pellet &

- ER-positive tumorel ZA<ol= tumorE O & A2tAl 57| flal = S Zstoll estrogen pellet2
0

Azl M ol MeUst F 0|4

o

Bady Weight Change NOD-SCID First Batch Body Weight Change NSG Second Batch . By Weight Change NSG Third Batch

B w
oy skaraemm s ¥ “ o 2s4srsannenus B e AR ENT AR b S R R T T o
Waeks Wesks Wedka
Body Weight Change NSG Fourth Batch Body Weight Change Balb/c Nude Second Batch Body Weight Change NSG Fifth Batch
» » »

o . — . L S T I Y T R e P e e e R Tl
01 2 34 5 & 7T B 0 W WY WIS ®DN BB Wees Weaks
eets
Body Weight Change NSG Sixth Batch Body Weight Change NSG Seventh Batch Body Weight Change Balb/c Nude Secand Batch
® »
= = < =
R = i M";M -
. w® ]-,a" = =1 & MW =l
g,» = ;., ”’ﬁé‘%";‘ =
i . v i v/ s
. a s . —
* m
« v o
o 1 2 1 4 3 L] T L] L] 0w N A3 L} 1 2 L} . 13 L] ? o [} i} il » - ? . Ll w o on "W woo an
Venks s .

a8 4. PDX 2E 9| pbatchE & Hist

i

- PX 2o HE WS SHE Zn, Mol 2 WS Holxl ¥S.




(A)

02 46 811131517182123252729313537

0 246 811131517192123252720313537

0
0357 9111315171921232527293133

o
035 79111315171921232527293133

S06(08L) S06(08R) S08(08L) S08(08R) $12(04L)
500 400 700
E 4 &390 E
Joo A 12 fuo \ . v
o o i A,
a“’z' Esg— 5 100 W i
07468 101216 1719212224 26 26 3033

Weeks Weeks Weeks Weeks Wesks
$12(04R) $11(03L) $11(03R) S16(03R) $19(01R)
H350 450 300 250 300
T m— T 5 oo | 2,00 5
Lo || Ex LN g L
[l F FEC Ty AN £ T 2 1501 :
3 150 | A 3 200 VAW, SEET WM 3 sl
% 100 %7 Z 150 LT =100 2100 S 100 4
£y LW g1 el oa N, E Wb A F e i
= 2 50 2 v WY 2 &
. N f A E P o 0 s el
024 6 8101215171921222426283033 £ 0357 $111315171921232527293133 o 0357 91113151719212325 27293133 02357 9111214161719202224252729 01234567 891011121314
Weeks Weeks Weeks Weeks Weeks
S20(04R) S21(02R)
_ &0 1000
T w00 AN A 7 1200
H 0o
g 400 | - /
2001 e /
£ 200 B o — Z
£ w00 | RS |
o o
0 12 s 7 8 s 02 470 118161821 2305 28 303557
weaks e
(B) . BO5SA(07R) BOSB(01R) BO7A(09R) . BO7B(06R) . BOBA(10R)
25 200
3 s @180 | = & 160
£ Eg 2 160 4 12 E 140 |
£ M £ M £ ‘\/’i Eqo £
3 L 215 m 2120 2] 4 s 5 £ 100 \
2 ) 2100 —\h—}\i 5 2 50 |
2w 20 1 2w J ] =3
£ £ ER T WA ¢ g w0
= £ \ £ 20 | 22 [ P ZE
0 v b ™
02357 91112141617192123252628 025 81012151720222527 29313436 02357 81112 1416 1820 21 2325 26 . 02578 111316171921 2325272931 3335 02357 911121416182021232626
Weeks Weeks Weeks Weeks Weels
. BO8B(04R) w BO9A(O7R) ., B10A(05R) Y B10B(07R) B11A(07R)
s 140
=80 T 150 =16 e T 120
£ £ Bl F £ Iy
H : £l T £ 00 Ul
£ 50 ] Eaaty glﬁ e Ewn oy T
i s Br—o
T30 H < L g2 i Ul
E20 3 100 E 4 510 S5 20
2| F g 25 e L ) I
0 ‘ 0 4 S 0 | T ————. 024 6 8101215171921222426283033 0 257 911131517192123252729313335
0 01 2 3 4 5 6 7 8 9 10 01245678 91011121314151617 Weeks Weeks
Weeks Weeks
N B11B(06R) . B12A(09R) N B12B(09R) Y B13A(02R) " B13B(10R)
gn Fs00 ) o gas
Ee Eoo | Ew Eq || p £4 e,
gjg 25 . 250 2a W\ 30
2 H S0 2 E\q B —
P 0 290 23 il e
s 5 200 g2 H Eofl—
ﬁ’z Emn Ew i BN — g 54—
k. h 0 0
0246 8101215171921222426283033 0 B e 0235 781012441617 1924 222425272530 024679 ﬂw;}ﬁzmozwzzusza 2357 9wnw21usw292n21242527293w
Weeks Weeks /eel Jeel
B16A(08R) . B16B(01R) B17A(06L) - B17B(08R) » B18A(01L)
Tso g4 Biz0
Ly Al Eoo [
o / @ v @
ol Y B fo
e \ i Eh g
£ \\ ; Wl\ e N L — 7
= H 520
o 0 \ [~y ] s eee—— 0
457 91112141617 1921222426 013467 B1011121415161819202223 02467 9111214161719212224 T TR R R R R 013467 9101113141517181921222325
Weeks. Weeks Weeks weeks Weeks
B22A(04R
" B18B(09R) - B19A(0SL) N B19B(07R) (04R) N B22B(02R)
o g =40 & =
g e —— e 7% g
i A = £ £ W £
g @ 2100 — el ST 0
fal Ewl VH Est— £y W J\ Eqs
HE e £, 1
° b e 0 ] \ L o ]
012345678 91011121314151617181920 023567 91011131415161819202223 B LA 46 7 BADILIFAG15AE 1810509235 0123456789101 12
Weeks Weeks Weeks Weeks
" B24A(04R) " B25A(01R)
3 Sl H
Exo o VA £
it 5o 1
330 20 % E
520 E E
£l o H
£
0 T T T T T T
01234567 89101112131415161718 o " N N
Weeks 123 4567 89 101 0 25 7 912141619212326283134363841434850
‘Weeks Days.
=1 i k=3 LS Ol o i =
a2 5. Surgery(A), Biopsy(B) samples= O|&st PDX 2E 2| tumor size &

_ 1 25 AlE K|l = Al M HE Slo|sk 1 O XS o
O:|E'| Tumor sizes O|o°|'04 El:'uI |_|oH°|'M|:| OI >SS Ozi‘l‘E %|I'|_|°|_I' E-'-l', L1‘I == SI
25} (=} MA K q = 3 AO| LIERS 2| x| A 3 o|Ate] =2

[=} _— =

AI’o = 7c:>’ 3-7|7|' (=] —||-O|'X:|A AI'EFXI = o ol-O L EI’I:l s 4). -'—|_|_ 100mm® O ol'—-l =) oh

= 2 5 =13 o I

= A|'o'~"|'|0|: = Zd—i "|i|'|:|_|'E|:||




a8 6. HAZEHORA0AM X}
- YA size Olat Agt BAXEZR2 AF St A XAE T, YR = CHE OIRAR AOist, HHHE]
Z=A2 o w2 Eatet
S.N| MNew Sample Code [Patient Name | Patient No.|Passage No.| DNA use | RNA use |Paraffin Block Use| Cryopreservation|Date of Storage
1 S02(02L) ZHos| 33231057 F1 0 0 1 1 2015-04-14
2 S02(02R) 20 33231057 F1 0 1 1 1 2015-04-14
3 BO3A03L) 20z 33237204 F1 0 0 1 0 2015-04-29
4 BO3A(03R) Elfe = 33237204 F1 0 o 1 o 2015-04-29
5 BOGA(OZR) HOEF 33240965 F1 0 t] 1 1 2015-06-02
6 S17(050L) BOE 33240965 F1 0 O 1 2 2015-06-09
7 S02(02R)-01R Fijes| 33231057 F2 o 1 i 1 2015-06-09
! S02(02R)-01L 2H08 33231057 F2 1 1 1 1 2015-06-00
9 S10(01L) 2H0 33237204 Fi 0 0 b 1 2015-06-29
10 502(02L)-02R 2o 33231057 F2 1 1 1 1 2015-07-16
11 S02(02L)-02L 2108y 33231057 F2 1 1 1 1 2015-07-16
12 503(05L) ojcs 90102202 F1 1 1 1 1 2015-07-21
13 S03(05R) ojo= 90162202 F1 1 1 1 o 2015-07-22
14 BO3A[03L)-05L Elie 0 33237204 F2 0 0 1 2 2015-07-27
15 BO3A(0SR)-05R =0z 33237204 F2 1 ¥ 1 0 2015-07-27
16 S02(02R)-01R-03R 20 33231057 F3 0 1 1 2 2015-07-27
17 BO9SA(0ZR)-06R OE 33240965 F2 1 1 1 2 2015-08-05
18 S02(02R)-01R-02R ZHos| 33231057 F3 1 1 1 2 2015-08-07
19 S02(02R)-01L-04R 20 33231057 F3 1 1 1 2 2015-08-07
20 S17(05L)-08R HOE 33240965 F2 1 T 1 2 2015-08-14
21 BO9OA{O2R)-07R HOg 33240965 F2 1 1 1 2 2015-08-25
22| 502{02R)-01R-03R-03R e 33231057 F4 5 1 E 2 2015-09-04
23 S17(05L)-08R-01R HO2H 33240965 F3 1 1 1 2 2015-09-30
24 S0B(0EL) =Ce} 33241360 F1 0 0 0 1 2015-10-12
25 S22(02R) TFOoU 33250154 F1 1 1 o 1 2015-10-16
26 S0S(D8R) Ere 33243274 F1 1 1 0 1 2015-10-19
27 B12A[09R) Zi0Et 33242635 F1 1 1 0 1 2015-10-19
28 B19A0SL) SHOF 33248622 F1 1 o o o 2015-10-19
Total 17 19 23 33
T8 7. Sample 22 3 E
- dX™ 37| oM A2tAHL HAZEoteAo 20% O|Me HE it 2 EAMHIF MAES2 49,
sample= x| #|5+0 DNA, RNA, Paraffin block, Cryopreservation 82 LI+ EosH( 8 6).




( A) Mouse Strain|Generation| mouse | sites Successful Success (%) Succes_sful Succt_ess (%)
case (mouse) (mouse) case (sites) (sites)
NOD-SCID F1 6 11 2 33.3 3 27.3
NSG Fl 45 7 6 13.3 ¥ 12.3
F2 6 7 2 33.3 4 57.1
F3 4 4 4 100.0 4 100.0
F4 2 5| 50.0 1 50.0
F5 1 1 100.0 ik 100.0
NSG total 58 71 14 24.1 17 23.9
Balb/c-Nu F2 3 i 3 60.0 6 85.7
F3 4 4 4 100.0 4 100.0
F4 2 2 0 0.0 0 0.0
Balb/c total 11 13 i 63.6 10 76.9
NOG F2 3 % 0 0.0 0 0.0
Total 147 182 44 29.9 57 31.3
(B) R P S| — - Patient |Successful case| Success (%) Succes_sful case Succtess (%)
number (mouse) (mouse) (sites) (sites)
- - - Tl 12 7 3 273 3 25.0
- - + 4 6 3 0 0.0 0 0.0
- - - 3 4 2 0 0.0 0 0.0
E + - 8 9 6 1 12.5 2 22.2
- - 9 13 10 0 0.0 0 0.0
- - - 13 24 13 3 16.7 4 16.7
Total 53 68 41 T 13.2 2 13.2
a7 8. HAAEHDIRAL strain(A)Z hormonal status(B)oll 2 PDX M=E
- 2HX} =R HAZd oA o|AlstRE wel MZEE straint hormonal statusoll 2l A4k
. F1 sampleel A<, CIE generationol H[H MZE0| 11 F32 F42f Z0o| =2 Hd3E2 2ol
FUS AdsiA S e oS Moo E Z Xe2ts Jd2 gels (a8 7-A). Hormonal statusoll 2}
HlWsh 2o, triple negative?l Z=Z0| 7t =2 H3ES Ed(28 7-8)
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