@ IL-12 #2372k BF A —7 T HIEI(ThO) 75 Thl MRE~D LM

& APCs IZ L DIEETF ROMHZR LN CTL #Hf (CDS+ T MIRY) DIEMALIC & 2258 HIE

D T

o

BEHROBE
ZOE D I 12 32NN EREEAACER U CIESMMRIEL BT 5 L 5 2WE Clii< .
EREITRAT I —ROGIIEE DI TEERTEESN TN S A M AL Th D, EMEEC
XL TIIAEED NK MM, THERRE T & T B RERITIER L, ZOBEEREH S 2 L2k - TIBE
BESREFETHIOTH D,

e, S

6-2. MR A ERAUMIRR E L 7B
SRS T ABFERIEOTE = CIBEME A 7 = A LR R L BET 5 FEE LT, 4% .
RTIERIT, AR 2 RN & U, [L-12 BT 24 AT 5, SMKLE D WS IL-12 .
BRI & o T BIES NSRS T AIKT. NK KB Z2 & INCHURB TRIRILE L S . BT 3
TEFFURASBREICHIN S h, RITCRIT 5 & bR sHIRBIRARESNB L\ 5 77 F o8
RO CE D, FITT ) U4 LAY 5 — ORI ~ORE TEA - BBBH2 LU
TUBBZPRICHE L Cid in vitro 3L W in vivo BERFERHDH BRI LRRMELA TS DB &
5 ICABHRBITUCET BRIIIRNAD T 7 ) 0 A N ARy 5 —EOEAL, —RBRICTITORT
WBREEBIIATSIIREI AR & FRAICIIFERRCH Y | REBABE I CIRRE SR ER L AN E
EAFRETHS, EBEBEBBINT DT 7 VA NANY F—lEORENBEL T, CT A4 N F
TOBBRROGAER L FHOCIFFTH Y, <7 5 —EAFKIRG THD LEL B, {

6=3. 7T UANANY Z—% A BE T EA T OSSR O A% BIR L7 B E
6-3-1. IETEAHEOERIRIL i
ERTT /UM A SR, SIEMICRERREC LBV DD T 2T T A ARD—T |
b5, KETIZI0FULOM, #9100 FADEHTHLIZFL L LTTF ) oA L 2MHEES

. TOBREBBRENEAOBENehrol LS EFEE R,
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ARIGFIGREBAREIC TRV LD ¥ —|2, BIA REBERIOIHGENLT T/ 94 LAY ¥
—BAAVGND, E1A REFEEIEIL-12 O DNAAR, HA h AT T A LZE) « TrE—F—
BROVITrTANA L0 (SV40) - RY A ST F b ELIHERATR TS, TOMBEL 7 A
WA Z—{T, EIA BEFARRICRE L T b e MAEB B CHIEE (293 #ilR) W@ A1
CRDETHIES B, ZOUANANY ¥~k O RICEIESRI R S ED L, /0
ARFTHRAICERIBALTUAVRY ) AR~ LIEASNS, LAL, KICBETRE
FIA BIEFORREL TV D28, 204 L/ 7 BIC L D EBEEHE ST AMOTRCOTF ) v
ANATaET—F—|IERBT 5 ENTET, VAN ADAEERIS ZCELETS, 21LTC, A%
W T t—F —pbiE SN D IL-12 BIGFORBEERTE 2 LT/ 5,01V 7 2®—F¥ —0 FH
L E2 RUE4 B FOMEITHH AR 5120, WV FaE—F —1EMRN E2 R BETOEE
ZHERIFT LR, £, HOEFEOTF ) A L REEOBGETIE N P aE—F —D
MENOESEENTBY  BB» DY =T RTF ) TANZE ) L EIZIZ VA0 R Y A & 7ot
WO EL ABEORY A VT FAPFETE LD, W FTas—F —EER I LS 0ORET
ZIEMHET D ATREMEIEE 212V, TF ) A NVARY 72— |2 L AN KRG T RO T e
HIRWVL OO BRI TH ) | Yok~ ORI HRARALETIE L TR, LERST,
BAEEREY A NANY 8 —%185T 5 in vivo IRIRICEWL TS, BARKGTIC X 2BIERN XiE
THILEHEZES, FEEY ) ARN~OMBARIIAES insertional mutagenesis #Z[ET 5
VELIENEBZOND., I5IL, BMOTEIAOHERIANLANBLNDES. TF /) TA LA

A7 Z—73in vivo B IERICE L TWABHEO—DTH S,

-2. BInFEAFHEOR

AITHOWTIE 15-3-5. BInTEAER OEEBHEIA.

6-3-3. -2 BILTFEBETT /) UANANRY Z—DlefihE L igE

KEERHFIZB O ON 2 IL-12 BFRETF ) 94 LAY Z— 3 BITOXE GMP FHEC it
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DT, TRE—ENANN T RRI—TANANRL 7R EDFEMEND, ZORETE SRk
MICELET—HLIEREEEDY LIS T—ERRERETRI ¥ BB TEEILTY
B,
FREIIAMTERE 12-7. 1T IL-12 BIETOREROWET T/ VA NART §—DOfEZTH L.
AR 12-8. ([T IL-2BIBFRET T/ UANARY ¥ —DERF IR T#T 5,
6-3-4. ABFIERERRIZICET 250 E
AT HE OIFURK & PRI TVE 17,
6-3-4-1. FEREMAR & AV V- RFSUALR
RM-9 = 7 RRIZBHEEMBRIER 2 AV V2 in vitro RBRIZEWT, -2 BEFRET T/ VA VA
N7 Z—RHMREYTZ D 12, 5~200 TEHE Y A L RBIF (multiplicity of infections:MOI) ¥4 1.
24 B LM 48 RERI DR BIEPIC W SN D TL-12 ¥ > 327 B % ELISA i (BioSource #f) (2 THH
L. BDRER. X7 F—HREBOWIMNIES T, BT /37 UBEBHT (X 3-4ng/ml/200
MO1/48 Bfi)
6-3-4-2. = U ABMIERBRE HVFRRE
1) REFEERENRSE
ATERARRERIZIUWV T IL-12 BIEFHRRODRE BRI T 5720, ~ U RANIRERFIBET T V%
FVz. 5000 fE0 RM-9 < 7 R RINZAREEAIRIRK 2 C57B1/6 = 7 A (12 @@, A R) ORILARERZ FRIFT
BB L7, 8-10 A%k, FEEIL 15-20mg DY A XL 720 5x107 A5 3x10° PFU 0= 17 R IL-12 MiGF
BET T ) VA NANRY Z—HEERNICIEA LT, X7 & —E 5 2/M#%IC~ Y X 3BRSh, &
FTREIE A X% 34t LT, = U AR BB RFTBEE T /UCEIT 5 in vivo ZERFER TH 525, 1x10°
PFU D7 5 —HBEBETIBNT, X7 ¥ — 85 2 @M% OBEY A AREBIR/P LTz (= b

T—t 3226mg vs. [L-12:1359mg; p<0.001). (1)

4000

[ B 1
Tumor wet weight (average in mg, error of mean shown;

[rd

7 animals each group) was determined 14 days after
T virus injection. A dose of 5 x 107PFU of AdmlIL-12 led

3000

to a significant growth suppression (* p = 0.02)
compared to controls (PBS = phosphate buffer solution,
B-gal = Adv/ICMV/B-gal virus). Higher doses of
AdmIL-12 (1x108% and 3x108 ) led to enhanced growth
20 suppression (** p <0.001 compared to controls, andp =
0.05 compared to the 5 x 10°PFU group).

welweight {mg)

:
MMM

1000

BRI i
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ETBBNY CANE~OEBEELERBICBOCTETEAEZ A O (2 ha—L: 83%

vs. [L~12: 50%; p<0.056), (X-3-A)

2) AR

EREFB U~ AFIRERFTBEE 7 VIS TAERRBRMTON, AFER CITAFEICE,

THERAEFHHOER 2B D7

(my bo—: 234 H vs. IL-12: 28.9 8; p<0.001}, (XK-2)

i i i A 1 i i L n 3

1 > B-gal
8 & AdiL-12 |
3 4 |
S 6 p<0.0001 [
2 B, N
o M“"‘@ o
T T T g T v T T T ey
1] 10 20 30 40 50
Days

3) ERBINHIZhER & OMEAET

®—2 : Cumulative Kaplan-Meier survival plot
for each of the groups of animals. There was a
statistically significant (p<0.0001) difference
between the I1-12 treated group and the control
group by Mantel-Cox log rank analysis.

FEsBE 7 L EBIT DB R AR 5720, FFBM L FHIC< 7 2 EBEIR» S R0

RISZRREEAIAAR Z7EA L. 6 BRICATZRBATIEENIC U R [L-12 BIRTRET T/ VA VAR

78— EL, NI F—HKE8 BRI RAEER, EBENRI T FEanT,

T T /LTIt IL—12 B RBWTAHERER OIS 2380 7- (a2 ha—L: 6223 # vs.

1L-12: 24+5{&; p<0.017). (K-3-B)

>
@

a0

. 89
i
b4 b
e 60- T
= ]
i i
g P
3 2
© -
i H
£ £ 204
-
-~ %
L]
*®
e 2
Treatmeat PBS EL-12 Myt iL-12
* of oells 50,000 182,000
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[ — 3 : A Inhibition of spontaneous metastasis by
AdmIL-12 treatment of orthotopic tumors was determined
by histological evaluation of sections from pelvie lymph
nodes collected from mice at day 14 after virus injection.
The presence or absence of tumor cells was also confirmed
by cytokeratin staining. Shown are the % of animals with
lymph node metastatic deposits. B. Inhibition of lung
metastases in the low metastasis protocol, 50,000 cells
injected via tail vein at the time of orthotopic tumor
initiation (left) and the high metastasis protocol at the time
of orthotopic tumor initiation 100,000 cells injected via tail
vein. The number of lung metastases was counted 8 days
after intratumoral injection of AdmIL-12 (dose 1x108 PFU)
or PBS or ADV/CMV/Bgal (5x108 PFU).




EHEHETHD 1x10° PFU O T R [L-12 BIBFRBT 7/ 7 A LAY §—8 54, BEIER
PADRWERIZZRO b o7 (B-4), X7 ¥ —HB5%0[FTE L OB RIGOFETH
LW, =T AMBERO IL-12 L-YUWIREBRICE—7 L0, 53 BRICIIRS F—HE/iD
LU UL BHRAR T 0D NK ARSI~ 27 4 — R 5B H (T E—2 LR 0 5 5 BRSO |k

ABRRO LN, AT F—F 5 14 RRIZEIT 5 EZ RV CIL BT E R LS5 EH TV

vV,
) r
s 15“
~
IRERTE
- §
2] |
[} . 0
7554323861234 56 78 8101112131415
Day
800 B—4 : Serum IL-12 concentration (in ng/ml, error of
g 500 | 1 mean shown), and spleen size {in mg, error of mean shown)
E 400 4 T T at various time points from orthotopic injection of RM-9
§ 200 4 1 cells {(day —7) through virus injection of the orthotopic
S 200 s - . tumor (day 0) with AdmI1.-12 (01 x 108 PFU, 3 animals),
2 g 7 Adv/CMV/B-gal (@ 1x 10® PFU, 2 animals), or PBS (O 1
o animal).
7-6-5-4-3210123456 76 0101112131415

Day

v URI-12 BIFRRTT ) U4 NARY F

—REFEOEENIZBVTF/80 #E#E L~ s u 7 7 —CoRENR~ ¥ —#E 1-2 A%z
YRR AR THRICHEM L TR X7 4 —8E5 7 AH £ CIO3EenTE T LT,
FUORIRANZ LIZINS 2ER L=~ o 0 7 7 — P OEEN~OBREN - I X IL-12 B FRRT T/
VANARY F—5 7 B BICHBICHEML TV, NS 2SR L~ a7 7 =YLk, &
THAYIZF4/80 ZHEME Licvw o a7 7 — U X 0 b0 nizg &b ahi-< 2 a7 7 —J1ZF4/80
EEHE Lleerary =0l bEThHD k‘%i oY (W

FEBAICHT 5 D4+ T RIS JONCD8+ THIRROBEYL, X/ 4 —HBE57 RBICHEEICHEMLT

W ZOXIRFERIVE LT IL-12 BEFTEGFIBEA NKHE, v /a7 7y—2, FLTCTHK

[

N UEBR, BEBmERICEET 5 L iR LT,
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4) <y AMFEPO IL-12 BEOE/L L BWEH

ABFENTAIFEFFE OBERA - ILRE MAERLICIERIN TV A,

Y AMBEPO IL-12 brYLEREBHIZE—7 L7220 (15000pg/ml), $5 3 HEITITNY ¥ —
BERID LASVET Lic, 11-12 O ERRICHEBOERITHEM L7124 IL-12 LLOE T
JEEDOERIZIER IR >7-, 20O LItk MIEITA rhiL12 (recombinant human IL-12 protein)
OFRAREIZENTIIEFO [L-12 O EFIZ & b BB U B8], RO L 8l L7
BRETHDH. W, —1@BMED [L-12 ERITHED L EZ ShALEEHIT T AIRH ST, 2
HBOELED N0l FEBRIZBOVTRE SN TR IL-12 B TRIET T VA LA
N7 F—DO8I% 1x10° PFU T Y, virus particle (vp) #E THI 2x10° vp L 725 PFUivp (£ 1:20 &

LCHE) , RRETISRERFRIZBOTIT 1x10° vp 2 6HRENGENS, B hEwTRIZEB
TOBEE (60kg 1 30g=2000:1) AEET DL URAIHREINEITE FTIT 4x10%p (THY
L. ITHEIC BT 2R KARICEHT 5, (BR: BEXKETERFOTT /) UL VART Z—0
PRU:vp Sid 1172 L ORENRHD, TNEH LITHET S L 1L 4x10%p L2 D HEOFEKAED

I3RS 5)

5) MKAENFET—5 (FFHEE) OE/fL

LT RI-R2BIBTFRETT ) UA AR I —FEHOREWICET LRI E LTI

BEORALERRES LT, TARRNR R L RIS~ U ARFTERT I RET T L & fiVC, BEx ORE
7 (6x10°, 1x10°, 3x10°PFU) v U A [L-12 @I FRBLT 7T/ U A VAT ¥ —hREENEE L.
W, IBEERICBITAEERARIT 1x10° PFU TH D, N7 4—#5 14 BRICER LUNIEEZERER L,
Tlx DITRERERTE LT, FORER, AERWAFHEEEDIBIZECH A ALT:Alanine aminotransferase
AST:Aspartate aminotransferase I 5x107, 1x10f PRU #5833\ CITAFEEEIZ E HENICIR-
R, 3x10° PRU B EEHISWT ERET 2EM A BN %p{»?“éﬁﬁ%‘ EEA Y oRoY (hA RN

(F-1), MO/ T A—%—TH A LDH. bilirubin, total protein, albumin (Z3317 AELITHED
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Lot (F2),

F—1 (RERT—F)

ALT (UML)

AST (UML)
Normal range 84 - 143 260 - 383
B-gal 1 x108 38.7+ 42 372.7 +163
IL-12 5 x 107 40.2 + 54 300.5 % 443
1L-121x108 44,3 £49 209.5% 194
11-12 3 x 108 472.4% 1010 593 £ 1066
F—2  HEATA—F—DORRE GRERT—5)
Mouse  Vector Tumor T.Bil D.Bil TPro ALT AST ALP LDH ALB Comment
No. wt.(g) (mg/ml) (mg/ml) g/dl U/L U/L U/L UL gldl
589 p-gal (1x10°%) 4.6052 0.6 0.9 49 33 418 16 4990 2.5 hemolyzed
591 pB-gal (1x10%) 2.8099 0.3 0.3 5.2 30 566 14 3730 3
595 p-gal (1x10%) 1.5109 hemolyzed
596 pB-gal (1x10%) 3.1287 0.4 0.4 6.3 14 260 9 3780 34
598 B-gal (1x10%) 3.2742 0.6 0.9 46 122 550 10 5280 2.4 hemolyzed
197 B-gal (1x10%) 1.9453 0.4 0.6 6.5 19 181 12 928 3.4 hemolyzed
600 p-gal (1x10%) 3.4051 0.2 0.2 6 14 261 10 2250 33
Average 2.95 0.42 055 558 3867 37267 11.83 3493.00 3.00
STDEV 1.02 0.16 030 079 4161 16296 2.71 1655.12 045
101 IL-127 1.286 1 1.6 6.7 17 175 18 1216 3.4 hemolyzed
(5x10")
102 IL-127 1.7764 0.3 0.3 6.1 19 164 12 924 29
(5x109)
103 IL-127 1.2887 1 1.4 5.8 149 1200 2 3560 3.1 hemolyzed
(5x10")
104 IL-127 1.8754 0.2 0.3 54 9 90 12 397 2.8
(5x109)
105 IL-127 0.3206 0.4 0.5 6.5 20 45 63 220 3.6
(5x10%)
106 IL-‘I.'Z7 0.8937 0.3 0.3 6.1 27 129 23 505 3.2
(5x10°)
Average 1.24 0.53 0.73 6.10 40.17 30050 2167 1137.00 3.17
STDEV 0.58 0.37 0.60 047 5363 44328 21.44 124181 0.30
107 IL-128 0.634 0.5 0.3 5.6 14 82 6 1910 2.2
(1x10°)
108 IL-128 0.7376 0.2 0.2 6.2 23 110 27 419 2.6
(1x10°)
109 IL-128 1.1288 0.5 0.4 6.5 62 361 14 3120 3
(1x10°%)
110 IL-12B 1.4241 0.3 0.5 53 11 88 5 311 24
(1x10%)
111 IL-128 0.4722 0.5 0.6 7 136 537 8 2380 27
(1x10%)
112 IL-12 0.2451 0.2 0.3 7.2 20 79 52 374 2.9
(1x10%)
Average 0.77 0.37 0.38 6.30 4433 209.50 18.67 1419.00 2.63
STDEV 0.43 0.15 0.15 075 48.57 19399 18.24 1214.72 0.30
113 IL-12 0.6121 0.2 0.2 5.8 22 89 30 287 29
24
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(3x10%)

114 IL-12 06775 0.2 02 67 16 150 11 655 2.9
(3x10%)
115 IL-12 09136 0.3 02 65 22 128 24 459 3.4
(3x10%)
116 IL-12 0.8873 0.6 0.8 7 2280 2500 19 9230 3.7 hemolyzed
(3x10°)
118 IL-12 098191 0.2 01 58 22 a8 2 294 22
(3x10%)
Average 080 030 030 6.36 47240 593.00 17.20 2185.00 3.02
STDEV 015 017 028 0.54 1010.48 1066.32 10.99 3941.14 0.57

6-3-4-3. BINZESFEIZET 5 IL-12 B FIaEG R

FROEBHIREZBE L. 1-12 BETREBTT ) VA VARS 4 —5 RO BEFIRER

K72 b o—uid, 2001 8 B IO KEE EARFFEAT (NTH) 0 0ffice of Recombinant DNA Activities

(ORDA: IH RAC) R USKER SHEZ ST (FDA) OFBF #3217 77,2004 5 A 18 A4 F—ERKHILE

WU 1 FIH ORTIBEICRT 5 IL-12 BLFRET T ) UA AR & —k B BE T eEN

MEAT ST, BERRFGE L _ A T —ERRKETITON TS IL-12 BEFRET T ) A LARY

=2 RWRIEFIBRBRME L 07 0 b a— R E U TICERT S

HIZBEI %195 Interleukin-12 | BISZEREEIC AT 5 Interleukin-12
HF7E4 BETRATT /) TANARYE | BGFRETF /) IANARY &
— % - B IR AT AR — % A B n IR R 7
R Hileak 1L KEANA T —ERRE
RFRH/ERH B AKX 15 E 11 A 27 B (BEAR TR 138 A (FDA O&ER) /
VR 1655 B 18 B ()
EHIES] KEH 4 4 (CERK 19 £5 6 HEH7E)
Ry Z—-DERR TT S IAINANRY H—
N7 H DR R F—ERRFRBETFNI X —F
([F—HERE, HiEloTHEE)
BT Interleukin- 12
LUkl 1x10%p
; L~L 2 5x101%vp
ol LUl 3 1x10'vp
}J}% L~ 4 ox101vp
5 LUL 5 1x1072vp
= L~ 6 5x10i2vp
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i TREL
Aivete WU & BT BT PYYURIE, BOHRIRE,
o TR
& | AH B.C.D BCD
¢ [Esn 235
2 ﬁ‘ﬁ;g Z¥h% axhiu
I
HBLANVEHEI N BK64) HBLAUERES N (BK5 4)
EHE21 N (BK364) B 21 A BK354)
AT SR ggﬁ%ﬁgwﬁ\ -
BELLTo .
ottt B LU e

AN F—ERRFETIE 2007 £ 6 ARAETIC 4 HICH L TERBSh TR Y EE2EWERIIRAE
LTWRNEDIFEREF TN D, (ERE 1,2) FERBIEICRSVOTAVS I-FR2BEFRERTT /U
A NWARY B I_A F—ERREOBFFRLF UL FAERKERI T F—HIZBWTE
HanborAVva,

B, X T—ERRFELSN THHKE Mount Sinai School of Medicine TRINZIREICHT 5 IL-12
BITFRRT T ) UANVARY F—& RO RInFIE# Gene Therapy for Prostate Cancer That
Returns After Radiation Therapy” ZSEHE « KFB S LTV B DS E ITEFIDOBEFIIITHNL TR,

(FERR 1) : 3 4ERCREVEFIEA 4 & DETHHERZICONT

R F—ERRFIRBOTHET L TR S Wiz HSVtk BB TRIET 7/ VA NVARY ZF—%&
B\ BRI ZE I3 RIBRE OB 28 L2 W EREF 258 L LK 14EM (1996 428 A 28
B 5 199748 A 14 H) TI18fIRERInER I hi, SHFERRICIL-12 BISTRBRT T/ U4
VARG F—% OB TIBREERIE b <A 7 —ERKBCBW UIRNRIBREOES2F
LW EREGZ S L LATZRFEFTREOFHEEGRA L, FREBEIET L, BEBRLFETD
FERE R R L LR RRHET 2 FE Ch oo, Lo LEBICEBEAH LIV ER % R
b LT ASREOIZE S S, 2B OIZEL DBRENY 71— &z, EFIOBHFNY
MOTFEBDEE 2oL OFRE 7Y VEREIVBTND,

FOt%, BRRFHEEOR TR & LT 2006 £ 6 A 22 B~A 7—ERKF TORNREREEFIAR
SHBIBVTRO L SHEROILRBRD b, FEBEFI LR LD L L LICADIBTRER O
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R OBER LG E 2o, SBROBELERY LITT 5, (BRHER 12—-9)
(FERR2) : BRIZBITAEAIMIOZEIZAONT (RS F—ERRETITRIZRBFRREDL L L
SRR, MERTERE~OEANFE I TV EH)
A T—ERRFETIE 1996 FE TR AIOIEL EIE L TRUOR, MR L OB L0 BdBRE
FEROBRE, BHEARIEEE ORICET 28R ~OR T ¥ —F 552 RONCHFRRED TE 1844
BHY | WHHFEIEROBR, FRETHLHINIBSHER I BOFERIIOWTIEIL VR

MREUTEEL TR, DROIUTS R X ) AR7TAFIENS L S 71T RO NG UNRIE R

X

IR L B FIBRONER L U TERRITZE L DN BB R HE L Tk, SRILEDL S 72

an

i

Lk
§

: ERARRFE A TR LT,

7. TEMIZOWTOFHE

-1. BloFEAFEOZEN

-1-1. BEFEANIANDLT T UA VAT Z—OHE

ABICFIEFERIFTRICAND R 4 —DAEFEIZIL, UTFDFREZ—BNR T v AF—T A LA

Ry iRWT, UWTFONRC 7 IZFDADHA F 2 AR T EBRBRIEE D&M AR LT\ 5,
PRI R8T 5.

1) 293 Master Cell Bank

293 Master Cell Bank

1BS] LABORATORY SPECIFICATION RESULT

In vitro assay lor the | Magenta Corp None detected None detected
TESETICE of  wviral

‘ontaminants

In vivo test for the | Magenta Corp None detected None detected
presence of inapparent

VIIUSES

Transmission  electron ;| Magenta Corp Report result No identifiable
microscopic _evaluation Virus-like
of cultured cells Particles

Detection _ of human | Magenta Corp None detected None detected
immunodeficiency virus
(HIV) retrovirus by
inoculation of human

ripheral ~ blood
}.'ryl[ihocyftcs with the test
article and detection of
the presence of virus by

an  anfigen  capture
ELISA technique

Cell culture 1dentification
and Characterization

Magenta Corp

Human

Human

Growth of mammahan
cells in soft Agarose

Magenta Corp

Report resuit

NoO growth

In vitro assay for the

Magenta Comp

Nong detected

‘Nonge detected
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cytomegalovirus
contamination

detection of

Detection of hepatiis B
surface antigen (HbsAg)
in cell culture

Magenta Corp

None detected

None detected

In vitro assay for the
detection of EBV DNA
incells

Magenta Corp

None detected

‘None detected

Southem blot
‘bridization assay for
detection of ‘adeno
associated virus (AAV)

DNA in the test article

Magenta Corp

None detected

“Nong detected

i brigiaatio assa ot

Ti n or

{g,e detection of human
'ovirus B19 DNA in
test article

Magenta Corp

‘None detected

“None detected

Polymerase Chain
reaction assay for the
detection o
virus B19 DNA in
test article

Magenta Corp

None detected

None detected

Polymerase chain

reaction assay for the

TR Shy et

e ic

i )ng,lologlgal
samples

Magenta Corp

None detected

None detected

lest for the presence of
bacterial and
contaminants;  sterility
test using a direct
inoculation method

Magenta Corp

Pass

Pass

"Test tor the presence of
and

agar-cultivab
o cultivable

T Homes ViR 6

Magenta Corp

Pass

Pass

Variant A by PCR

viroMed

Negative

)

uman He virus 6

viroMed

Negative

(08%13/00)

Variant B by PCR
Human

Immunodeficie Virus
HIV 1 DNAby P

viroMed

Negative

Negative
(07%5/00)

Immunodeﬁc1e Virus
HIV-2 DNAby P

ViroMed

Negative

Negahve
(07721/00)

HTLV T and 2 DNA by
PCR

viroMed

Negative

(oﬁgtsl/vo%)

Hepattis C RNA by
RTPCR '

ViroMed

Negative

(0‘525/00)

2) Working Cell Bank

Working Cell Bank Lot 00400C293AMWCB  (P5)

TEST

LABORATORY

SPECIFICATION

RESULT

In vivo assay for viral
contaminants- hen’s eggs
portion

ViroMed

Negative

Negative
(09/08/00)

In vivo assay for viral
contaminants-  murine
portion

ViroMed

Negative

Negative
(09/07/00)

Adventitious virus in
vitro

Texas Children’s
Hospital Pathology

Negative

Negative
(04/12/00)

28
P53

e B R i sh FTT——t o = §

e g



Dept
Hepatiis C RNA by | ViroMed Negative Negative
FKT-PCR (07/25/00)
Human Herpes virus 6 | ViroMed Negative Negative
Variant A DNA by PCR (08/04/00)
Human Herpes virus 6 | ViroMed Negative Negative
Variant B DNA by PCR (08/03/00)
Human ViroMed Negative Negative
Immunodeficiency Virus (07/25/00)
HIV-1 DNAby PCR
Human ViroMed Negative Negative
Immunodeficiency Virus (07/21/00)
HIV-2 DNA by PCR
HTLV I and II DNA by | ViroMed Negative Negative
PCR (07/21/00)
Sterility-bacterial Texas Children’s Negative Negative
Hospital Pathology (03/21/00)
Dept
Sterility-fungal Texas Children’s Negative Negative
Hospital Pathology (04/07/00)
Dept
Mycoplasma by PCR CAGT QA/QC Negative Negative
(05/03/00)
Mouse antibody | ViroMed Negative Negative
production(MAP) (09/27/00)
3) Seed Vector
Seed Vector Lot B1870101
TEST LABORATORY SPECIFICATION RESULT
Sterility testing(Vector) | The Methodist (Bactec)
Hospital
Bacterial Laboratory Negative Negative
Services (10/22/01)
Fungal Negative Negative
(11/09/01)
Mycoplasma polymerase | CAGT QA/QC PCR negative PCR negative
chain reaction test(cells) 09/12/01)
Mycoplasma Culture | The Methodist Hospital | Negative Negative
Assay(cells) Laboratory Services (09/13/01)
Replication-competent CAGT QA/QC <IRCA/3 X 10"%p <IRCA/3 X 10%p
Adenovirus (10/26/01)
Endotoxin(LAL) CAGTQA/QC <5.0EU/ml <2.0 EU/ml
(10/10/01)
Identity by PCR CAGT QA/QC 590 base pairs 600 base pairs
Adenoviral CAGT QA/QC Report result 3.33 X 10" iw/m!
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titer(infectious units) (10/15/01)
Vinis concentration(viral | CAGT QA/QC Report result 2.00 X 10'~p/ml
particles by OD) (10/03/01)
Particle to IU ratio Calculated <30 6.06
4) Master Virus Bank
Master Virus Bank 02980101 Sublot# 5
TEST LABORATORY SPECIFICATION RESULT
Human Adeno-associated | AppTec Negative Negative
Virus 2 DNA by PCR (10/14/02)
Human AppTec Negative Negative
Immunodeficiency Virus-1 (08/07/02)
RNA by PCR
Human AppTec Negative Negative
Immunodeficiency Virus-2 (07/28/02)
RNA by PCR
Master Virus Bank 02980101 Sublot#5 Continued
TEST LABORATORY SPECIFICATION RESULT
Hepatitis-C RNA by | AppTec Negative Negative
PCR (07/29/02)
Hepatitis B DNA by | AppTec Negative Negative
PCR (08/05/02)
HTLV-1 RNAby PCR AppTec Negative Negative
(08/07/02)
HTLV-2 RNAby PCR AppTec Negative Negative
(08/07/02)
Adventitious Virus in | AppTec Negative Negative
vivo Murine portion Negative (02/13/03)
Embryonated egg portion Negative
(02/13/03)
Adventitious Virus in | Baylot/TCH Negative Negative
vitro Virology (07/29/02)
Cytomegalovirus by | AppTec Negative Negative
PCR (11/14/02)
Parvovirus B19by PCR | AppTec Negative Negative
(08/01/02)
Epstein-Barr Virus DNA | AppTec Negative Negative
by PCR (10/04/02)
Sterility The Methodist Negative@ 14 days Negative
Bacterial Hospital (07/15/02)
Fungal Laboratory Negative/@?28 days Negative
Services (07/29/02)
Mycoplasma BioReliance Negative Negative
(Points to Consider) (08/26/02)
Endotoxin CAGT QA/QC <5.0EU/ml <2.0EU/ml
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(LAL) (07/03/02)

Residual Cesium | West Coast <5.0mg/ml 1.100 1 g/ml

Chloride Analytical Service (05/02/03)

Titer(Infectious units) CAGT QA/QC Report result 1.33 X 10"%iwml
(07/11/02)

Titer(Viral particles OD) | CAGT QA/QC Report result 9.68 X 10" 'vp/mi
(07/31/02)

Particle to IU ratio CAGT QA/QC <80 72.8

Replication  competent | CAGT QA/QC <1 RCA/3X10'%p <IRCA/3 X 10"%p

adenovirus (04/17/01)

Identity by sequence Larke Technologies Identity Confirmed Identity Confirmed
(08/08/02)

Functionality BCM Dept. of Urology Expression of IL-12 by | IL-12  secretion by

transfected cells transfected cells detected

by ELISA
(05/07/03)

IL-12 BIEFRET T VA NARY I —OEHEBBITFERE LIREBTEA~E X I, TITA
TEETHAH L RFEET - IEEEE 7 —ICBOTEITANEERZITS ., Bz, B

OEBLHERTHAEBRER. VALV ADOIHMEORIE. 5T IL-12 DAY FAIEEE PO HTZD

RN A~OBLFEARNCRIT S IL-12 OFEARELZRET 5.
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7-1-2. HEFEME Y A LR B O FTREM

ST 7 ) T A NARY §—REBRIRE T T ) U A N ANY §— DB RO B
Ny F—BGE « ST OESSIME S TRA BT 2 RMLENML TS, RCAIBLTIRA
K EU EEGFHFMEL2E (The International Conference on Harmonisation of Technical
- Requirements for Registration of Pharmaceuticals for Human Use ; ICH) Gene Therapy Discussion
Group (ICH-GTDG) (TIS\ N TIHAML, B RAHMITHI RAR - I L UTEENRIRAS communication
paper & LTABESNTW5, BADYFREK L L CXEMERMRMEENER BisFHaEIRLR
BBHIML T3,

TT)UANARY Z—DOREERB TR ZF—0 5 7 h75 293 MFICHAAEN TS Bl &
CFRURICIEEE L, HFMEARABNEE D LBHY . TORE, BEDTF ) TANARY ZF—
EOEMTIE, HEBEORETRAMNELTLES 4TI bhinet B 6 T\5, B
FDA “Tid RCA EOFAREIT 3x10° YA L RBLFHI- 0 | R THHZ L&#HBL TS, H
ATIL, FDA OHEREZBE L LAENRL, RABBALTWABAITEESND Y R I 52— L &
—ADFRAITRHE L7 LT, ERICHFRRELREL T 5, (ICH-GTDC 23ITHIT 5 RCA ([CBT5
5if% : 200446 A 10 H)

LB L FIRRBARACHERIND T T ) YA VAT & —3BAESRS T —ERKECERE
NTEY ., Bx10° T A L RKFH7- 0 VERIEI THD &5 b2 L bORER SRS, 4,
BEANA T —ERRECTETRO - 12 BETRERT T ) VA NVARY Z— 2R Uiz st
I L ERRHTSE (FAK 13 428 H FDA 7GR, PRk 16 &£ 5 BRI IR SN TWABTF / A LA
74 ~id titer [39.68x10"vp/ml THY ., BHIZT 1A TAHZY 1x10Mvp (AR L TRF SN T
BY 310U A VARFHT= D 1ERME] THEEOIERMEEBEZL TS (B 154E9 B Rk
fmY U—2R),

722004 £ 6 A 10 B D ICH-GTDG X TIXLEED RCA 2 BH T LB T 7/ DA N ARY &
—EBHERS SNIEFICET 27 — 2 MKEFERMETERS PhRMA) 2XV 0 ErH BN,

MABEIZIT, RCA IZERT 2 EELREWERIZA LT, RCA ORAN~OHEH L3 ST
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LW ZEPREINTNE,  ELIETTF /) UANART Z—8EOK T MIRCA BE LT
BATHZEIFERDRNE NS AIZOWT, [CHERITAEBIZE-TINS,

(ICH-GTDG 2RO AMAE BARER L vk B ERLE ARG AT G HRERER

Nt
pil
&
P
e’
—

7-1-3. ENOERHIILS ORI ~DORIGFEAD A4
1) BEROHER
TT ) DA NANRY S —RfEENEE LTSS OBERE R OS8 OIS~ ERI5R s 74
ADFIREMZ T DH I OIZ, & FATIRA~DOZE@ER 52 (1. 0x10'PFU: <1 7 —ER KT O HSV-tk
BEFRRTT ) DANARY Z—FRFFRLD) O0.5505 50 % EEHRE) ITHST 5y
FRBEVTARNRIERG L, LOLNY) LT 5B ERNSA S—ERRFTER SN
o EOFER. ANLBRENCBOTIR ST #—DNA MR S, SRS BT DS Th
HIEE. U (BB . T, BBE~DLEMR O BNED LN, R, HEK. BT, Hi~DIE)
DIZESBOLNRN o7, FHRICBWTUTIRBEEABCBOT 1 LIRD b, MRz
THEREILEWTILIZDALBH b, v U ACBOTL, 75/ UA LAY Z—DEAA
225 DIEM O IIAFHIFANC BT DRI OB EITRBD i, 2HMRIENRY 2T+ ST R
ol ERTT ) UANARY F—OBHIZL BT ADRTIIRD o7, ZOEMERIT
FfF b, < T ARNIREIEOR 3 50 1 IS T 2FHEORY §—lARATHIERTH Y —E0IT
FEREICRE L7 B2 5050, & FOBEIZ3050 1 UL 15450 LIS T AR EATS
72 (B FRISZER 30m | | EAARY #—& Iml XiT 2ml) IRHOFTREMITED TRV L E 2 bh 5,
BB IR L IL-12 BT RIT 7/ 7AW AN Z—T1372 < Herpes Simplex Virus
—thymidine kinase @I FRET T /) VA VART F—E FW-ERERTH LM, 74 L RFRY
CR—ABEEZHETLTT /) VANART Z—=THY | 1112 BEFERTT ) I AR Z—|T
DWTHLFEROER THL Z LN THREND, MILKFIRRER IV TER S BRFFE (5

FERRRRA AN B 2T % Herpes Simplex Virus—thymidine kinase BRTHRE TS/ 7L L R
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NI E—ROH v 7 a Bz AVCRIGFIEREERZE) ISRV CRRERS) S 7 BRI\ T
Rl bNCEFDOT 7/ T A VA R%E PCRIFICTHR L0, MEP~DTF ) oA LAY
F—OTFEZ 9 FIF 8 FUZIB O THAED TR LT B 5% 90 20 £ THAE L B BTNk LIEG %
1B 7. ABRMIFEICEWTY, 1BREZ D ORTL L NCIIEROT T ) oA NART &
—DFEEE=F Y T L, BeMOMEREITH,

-1-4. BEUSNDOE bA~OEGEFEADTRER:

IL-12 BEBEFRET 7/ U A NARY 5 —DBELND A~DORBIO TTEEHITERD TEL 28, B
FHORBERERNEE~OBRPELSIET 5101, g, RP2LWNNCHETOTF ) 94 LA
RIE—DFFERROZ LR T 5 ETRETHEL L, BRTIIv A/ OPHROZERR Y ES
Zth D,

7-1-5. BERN~REFIMAEN D EEORIEA

TT ) UANADNAIEEMIRD Y 7 ATHAAEND = L BT 270, BRIk
PUTHAAEN DB LT > TRV, 75/ UA VX DNA BREEICIRV AT HBETH, M
FIAENT DNA PEHAL SN T A NV RBLTF & UTRES LB BB T2, T,
-2 12 KD 7 A7 HORBIT—BETH Y, ZORIZEMOBEN ORI EZEL10N5,

7-1-6. BARHOHE

E R TT AN A EOBERMBFAEL, 6 BUIHESh TV AN, Folficki 57
OFBETEREEIIIHC L > TR0 | 28 5 R EDH TRIBBEIRIA TR, TF /A1
A SBIHBHD (] OFRTANAD—2>THY, b MIBWTHRBRLRC & 2 EHEENT
AFEERR. E6IC, WHEOHMEE FS AT+ —LSEABES LD, (FolEIcRITS
BALICEE LT D L ShAEHERY I-12BEFRET 7 ) DA LAY ZF—ZBOTIERIBS

TTHY, BREIRVWEEZBIONDG, HBil. 77/ A VA ITO M ERICa— RS TW5E
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