tel.:
fax: + 43-1-586 89 94

nowicky@ukrin.com

N w P Margaretenstrale 7
, W A-1040 Vienna, Austria
+ 43-1-586 12 24

Dipl.-Ing. DDr. Drh.c. W. Noewicky

Results
From National Cancer Institute
Human Tumor Cell Line Screen

Ukrain
Chelidonine Hydrochloride
Thiotepa

FN 91523v des Handelsgerichtes Wien
Creditanstalt-Bankverein, BLZ 11000, Konto-Nr.: 0964-67725



% ~>{Z ~ MNationat Instiutes of Heahh
Ty

National Cancer Instituts
Bathesda, Maryland 20892
Telax: 808111

September 29, 1990

Dr. J. Wassyl Nowicky
Ukxain Anti-Cancer Inst.
Laimgrubengasse 19/7
A-1060 Wien

Austria

Dear Dr. Nowicky,

The NCI's new investigational in vitro diseasg-oricnted primary antiturnor screen has now entered a  fully
operational phase. A recent description of the rmalionale, background, current status and other details are
provided in the enclosed mview from PPO Updates. Currently, the cell panel consists of 60 lines against
which compounds arc tested at a minimum of five concentrations at 10-fold dilutions. A 48 hour
continugus drug exposure protocol is used, and a sulforhodamine B (SRB) protein assay is used to
estimate cell viability or growth.

The development and applications of numerical and statistical methods of screening data analysis and
refinement of selection criteria is continuing, However, we have adopted, on an interim basis, a set of
data display and analysis procedures described briefly in- the attachments provided, Pilot studies
performed during the past 1 1/2 years have provided the basis for calibration of the screen with respect
to lmown standards and the development of methods to facilitate the detection of patterns of interest

The checklist includes observations of the mean response parameters, differential cellular sensitivity, and
any subpanel-specific patterns of sensitivity.  Enclosed are data obtained in the cwrrent operational
screening protocol on compound(s) submitted by you recently andfor during the ecarlier development or
pilot phases of the new invifro screen Screening program  staff have reviewed the data and have
provided the attached summary checklist for youwr information. Alse indicated is any further pending
action by NCL

Qur staff welcomes your comments, criticismmg, and advice concemning the information provided and the
display formats employed. If you have specific questions conceming the enclosed data, or the status of

your compounds, please comtact Dr. K Paull, Chief, Information Technology Branch (Fax 301-496-8333) or
Dr. Ven Narayanan, Chief, Drug Synthesis and Chemistry Branch (Phone 301-496-8795, Fax 301-496-8333).

ﬂW W@?M

Michael R. Boyd MD PhD



National Cancer Institute Developmental Therapeutics Program
In-Vitro Screening Data Review Checklist

NSC: 631570-W/ 1 Experiment ID: 9006NS533 Source:

Test Date: June 27, 1990 Review Date: 10 {5’)’q 6 A

Review Summary

1. MG_MID Response Parameters

a. I.;Oglo GI50 -5.55
b. Logy, TGI 4.80
c. LogyyLCS0 4.17

2. Selectivity Analysis

a. Differential Cellular Sensitivity

(1) GI50 0.52
(2) TGI 0.78
(3) LCS0 0.79

(Low [delta<l]=L, Mod [I<delta<3}==M, High[delia>=3])=H)

b. Differential Subpanel Sensitivity

Subpanels* showing a statistical measure of differential seositivity (see definition and derivation
attached) with respect o the indicated response parameter (GI50, TGI, or LC50)

Response Parameter Subpanel Specificity
(1) GI50 LEU MEL SCL
() TGI SCL
(3) LCs0 SCL

* Tumor cell line subpanels are identified as follows:

CNS = Brain; COL. = Colon; LEU = Leukemia/Lymphoma;
LNS = Non-small Cell Lung; MEL = Melanoma; MIS = Miscellaneous
OVA = Ovary; REN = Kidney; SCL = Small Celi Lung;
Pending Action by NCI
1. None
2. Repeat testing in Primary Screen
5 Logm 3 10 Logw N Other
3. Refer to Biological Evaluation Committee

4, Refer to Natural Products Program Committee
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National Cancer fLastitute Developmental Therapeutics Program

In-Vitro Testing Results

NSC: §31570-W/ 1 Experiment ID: 9006NS533 Test Type: 8 Units: Molar
Report Date: September 29, 1990 Test Date: June 25, 1990 QINNS: MC:
COMI: Ulrain Stain Reagent: PRO SSPL: V27D
Loglo Concentiatlion
Tiowe Heesn Optical Densitles Forcant Crowth
Panel/Call Lioe Zaro Ctrl ~7.4 ~6.4 =5,4 -4€.4 -3¢ 7.4 =6.4 -5.& -4.4 -3.3 G150 eI icso
Leukamts
CCRF-CEM D.36 1.67 1.54 1.47 0.60 0.538 0,39 8%.8 84,7 1i6.0 . 1.% 1.27E-0& »3.83E-04 >3,.63E-04
HL-G0{TH) 0.36 1.5 1.6% 1.36 0.44 0.40 0,38 102,66 BR.0 T.0 1.0 1.8 1.02E-06 »I.EIE-04 >3.83E-04
r-562 0,26 1.68 1.76 .63 Q.76 0.21 0,1% 106.0 96.5 3I7.0 -17.1 -25.7 2,32E-06 1.85E-05% >3,83E~04
MOLT-4 0. 54 . 2,16 1.95 0,93 D50 0,43 - . - . . . . -
RPHI-E226 0. 61 . 2.50 2.40 1,55 0.30 0,48 - - » - . . - -
5R 0.%0 2,02 2.08 2.06 0,85 0.408 0,37 101.,5 102.2 22.9 =3.2 -25.8 1.T5E-D6  2.B5E-05 »3,83E-D4
Hon~-5zall Call Lung
RS54S/ATCC 0.3 2,55 1,60 1.€60 0.83 0.5% 0.09 104.2 104.2 42.5 22.7 =-69.8 2.892-06 G.T3E-05  2.34E-O04
EXVX 0.5% 1,00 0,%2 0.97 0.%1 0.85 6.05 81.2 92.2 78.6 (2,2 -92.4 4.55E-05 9.€TE=-05 2.C4E-04
KOP-18 0.78 1,20 1,16 1.16 X.08 1.04 0.04 90.8 90,1 65.7 &1.2 -54.9 4.52E-05 S.44E-D5 3I.97E-04
HOP-62 .07 2,040 2,01 1,96 1.75 1.08 0,04 96.2 %3,.2 70.a 1.1 -96.4 7.526-06 3.93E-05% 1.28E-04
HOP-92 0,56 0.97 ©.95% 0.%& 0.76 0.35 0.10 95.5 51.9 47,8 -3i.7 -82,8 3.4IE-06 1,37E-03 €.92E-0§
NCI-H2Z26 0,82 1.8 1.1% 1,14 0.95 Q.84 Q.70 nOI.e 99,2 3.7 £,7 =14.5 2.42E-06 7,96E-05 >3,.83E-04
HCI-H23 0.57 l.24 1,27 1.28 0.79 £.13 0.10 104.9 106.4 23,0 -77.1 =B2.0 2.28E-06 V7,81E-06 2.17E-05
HCY-HI2ZH 2,79 1,88 1.90 1,96 )%.63 1,15 0.02 102.4 107.3 1.4 3.6 =072 1.62E-05 &.92E-05 1.67E-04
HOI-Hi6D 0,37 R.86 0.88 O.B5 0,14 0,02 0,02 102,88 97.6 -1%.5 =87.,3 -06.4 $,765=07 2,61E-08 1.0BE-D5
HCI-H522 .62 1.76 1.82 1,75 1.05 0.47 0,50 1056.0 S9.6 139.} -21.8 -19.3 2.55E=06 1.61E-05 »>3.83E-04
LYFL529L 0,25 1.64 1.66 1.5% 0,63 ©.02 ©.,10 101,.9 H6.4 42,2 -93.5 -51.6 2,75g=-06 7.8JE-Q6 1.83E-05
S5mall Call Lung Canc
Des 114 0.50 1,10 1,24 1.07 0,45 9.02 0,11 107.%F 94,9 =-9.6 -95.7 -77.6 1.0338-06 J.10E-06 1,14E=-05
bus 273 .58 . 2.4% 2.51 1.34 0,41 0.16 - . . . . . . -
Colon Cancer
COLO 205 0.28 1.44 .46 1.51 0.46 0,05 ¢.07 101.9 106.2 17.6 -81.4 -74.4 3.65E-06 5.97E-D6 1,B5E-05
DLD-1 0.22 1,09 1.12 1.904 D.4¢ 0.10 0.0¢ 103,68 94.5 25.3 -~54.4 -90.) 1.6EL-05 7,.%5E-06 }.37£-05
HCC-2898 6,74 1,38 1,32 1,38 1.12 0,56 0,30 40.5 995.0 61.5 =23.9% -585.9% 3.22E~05 2,0E-05 1.01E-04
RET-116 .16 .17 1.22 1,13 0.33 0,01 Q.05 104.7 95.2 26,3 -91.4 -88.4 1.43E-06 5,41E~06 I.5BE-05
HIT2D G.22 1.46 .48 1,43 D.34 0,09 0,04 302.0 94.1 9.4 ~61.0 ~8G,2 1L.ME-DS  5,21E=06 2.67E-05
2 0.28 1,47 147 1.42 0,60 9.02 0,06 100.1 95.% 27.2 -91.5 =fp.1 1.78E~0F 6.45E-06 1.T1E~-D5
FM20L2 0.45 1,88 1.82 31.831 0,91 .19 0.0} S8.3 95.8% 313,31 -537.5 =5¢.3 2.13E~06 B8.91E-0& 3.17E-D5
SME20 0,1% 2.03 1.04 0.%5 0,32 0.04 D06 101.0 £%.5 1%.2 =73.,6 ~5b.p 1,40E~G6 6,26E-06 2.13E-05
NS Cancat -
S5F-268 0.5% 1,53 I.533 1.49 1.18 0.66 0.66 100.3 96.3 63.2 5.2 8.2 6.67L-D6 »3.63E-04 >I.BIE~D4
SF-29% 0.4% 1,68 :.56 1.%% 0,71 ©.5) 0,06 95.4 92.% 15.2 1.6 87,0 1.43E-06 3.990-05 1.43E-02
5F-539 0.49 1.3 1.27 1,34 Q.72 0.25% 0,07 85.9 203.8 28,7 =45.8 ~85.2 1.9%E-06 8,%9E-0& 4.14E-0%
SRB«15 0,56 1.45% 1.46 1.49% 1.14 0,78 0.24 97.1 00,0 62,4 21.2 -57.% 7.66E-06 7,12E-~05 3.07E-04
ENE-75 0.55 0.97 0.95 0.55 0,55 Q.47 0.04 95.7 97.3 0.5 -14.4 =93.2 1.18E~06 4.1ZE-06 Y. CGRE-O4
SLE-T6 0,58 1.28 1.3) 1.33 0,08 0.33 0.%) 103,5 9%2.5% 42,4 -42.5 =12.% 2.,T6E~056 1.21E-05 >3.53)E~C4
uzsl 0.21 1.04 ).0% 1,02 Q.47 0.02 0.05 02,6 S7.2 31,3 -91.6 -76.5 1.99E~06 6.87E-06 1.76E-05
ZF-4%98 L Q.61 0.78 0,73 0.74 0,59 0,42 6.02 8.4 7,6 ~2.5 ~3G.6 -96.¢0 B.46E-07 ). %7£-06 7T,.53E-D5
Malanoma
LOX IMSL £.21 2,10 1.06 1.968 0,48 9.02 0,10 4.8 97.4 29.6 -09.0 -54.7 1.92e~06 6.B1E-G& 1.50E-0%
HALME-IH ¢.5%6 1,13 1.13 1.07 6,75 0.3¢ 0.17 102,3 %%, 4 35.2 «46.7 -63.6 2.b5E~06 1.03E-05 5.35E-05
Blg 0,25 1.32 1.18 1.14 0.61 0.10 0.20 106.6 102,0 41,2 ~60.8 -22.4 2.T4E-06 S, 70E-DS .
¥19-HEL 0.34 1.26 1.26 1.25 0,64 ©.05 0.04 S8.2 9SE.0 22,1 M6 -P2.7 2.04E-06 T7.23E-06 I1.94E-05
E¥-MEL~20 0,48 2,35 1.3% 1.38 0,89 0,05 0,14 102.8 203.4 47,9 -61.7 -71.4& A.50E-D6  B.9TE-04 2. XBE-05
EK-MEL~5 0,34 1.66 1.79 1.83 0.63 0.09 0.97 1390.2 ll2.8 22,2 -72.2 -139.0 1.89C-06 O6.%6E-06 2,.23E~0%
TUACC~25T 0,63 1,44 1.34 1,37 0,79 0,413 0,05 BT 4 S0.8 1%.7 =31,3 =92.B 1.44E-06 9.33E-06 7T.71E-C5
UACC-62 0.53 1.51 1.56 1.44 9.61 0,07 0.17 104.6 92.5 E.K -87,5 -68.3 1.23£-06 {&.72E-06 1.56E-05
Ovarian Cancer
IGROV1 0.%31 2,71 1.69 X.68 1.24 0.35 0,16 48,1 97.5 64,1 -11,9 =70.2 4,505-06 1,67E-05 1.Q6E-04
CVCRA-3 Q.63 1.39 1,43 1.4% 0,76 0.33 0.01 104,86 107,11 15.0 -18,1 -96.4¢ 3.EBE-BG T7.17E-0& 4.1BE~-05
OVCAR=4 Q.32 6.6% 0.63 0.68 0.52 0,10 0,05 $2.4 10B,5 61.9 -67.1 -85.4 4. TRE-D6 1.16E-D5% 2,52E-05
OYCAR=S 0.35 2.61 1.69 1.62 .30 0,25 G.&3 106,08 jO81.4 5%.2 -29.5 5.7 4. 87C-06 . >AB3E-DE
ER QW] Q.64 2.24 1,24 1.17 0,91 0,59 0.02 83,6 B$,3 450 -8.% -95.4 2,96E-06 2.62E-05 1,X4E-048
Renal Cancer
ThE~0 0.52 1.87 1.85 1,88 1.46 0,11 0.06 99.1 100,7 70,1 -79.2 -4B8.8 5.22L-08 1.13E-05 2,44E-Q05
L4098 0,75 1.36 1.33 1,27 0.91 0.63 0.07 25.0 B86.0 26,3 8.4 -3)1.0 1.54E-06 2.208-05 1,22E-01
RCHM Q.64 .84 1,86 1,86 1.2% 0.295 004 201.6 102,2 %4.0 -55,3 -94.5 4.16E-D6 1.2PE-05 3.42E-05
CREI-1 0.76 2.04 2.09 2,04 1.63 1.20 0.01 1LD3I.% 99.% 6B.0 34.6 =98.9 1,32E-05 G.95E-03 1.65E-04
R¥F=353 L 0.75 1.21 1.24 1,16 0,689 0.1% Q.1% o8I %0.1 29.5 =T4.6 =79.% 1.768E-06 7.35L-D6 2,22E-0%
RYF=631 L 0,38 1,64 1.58 1.%2 0.86 0,20 0.17 95.4 50,8 JT.C -&6.9 ~56.6 2.25E-06 1.07E-D% B,00E-D5
EN12C Q.41 1.4% 1,52 1.%2 0.9% £.13% 0,17 02,5 102,1 $D.1 -63.8 -59.3 3, 84E-06 1.03E-05 2,50L-05
TE-1D 0.7 1.34 1,36 1,46 1.2% 0,55 0.01 10Z.3 119.6 @5.1 =12.6 -5%,1  B,20C~06 2,37E-05 8, T4E-G5
Ue=-31 C.80 1,71 1.67 1.62 1,30 9.%0 0.04 95.7 SD.E 345 -IB.0 -9 8 4.30E-C5 1.49L-05% 6.24E-05
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| NSC: e31370-w Exp. FI» Gi64NS33

LN Thavelonoes o0 Diapanentics Proceam

. . "Fest Date: Junc 25, 1990 | Statn: PRO
Dosc Response Matrix :
Report Date: September 29,1990 | $§PL: V27D
Log,, Cencentration (Molar) Pancl/Cell Line Log,, TGL TG
PG (~34) <34 34 54 -64 .74
Leukemia
. . - CCRE.CEM > 342 ——
3 S HL-6){TE) > 342
17 > [ K-562 47 :
-3 T SR 455
Non-Smallt Cell Lung Cancer
23 o ASSATCC -4.17
62 ERVX -4t
61 HOP-18 4.03
1 HOP-62 -4.41
-39 HOP-92 -A.86
7 NCI.H226 -4.10
- NCI-H23 -5.12
M NC-H322M 4.16
87 NCI-H460 -5.58
-24 NCI-HS22 479
-4 LXFLS29L -5.11
» Small Cell Lung Cancer .
-95 DMS 114 551
Colon Canecr
-B8{ COLO 205 -524
-54 DLD-1 -5.10
24 HCC-2998 -A.70
-9l HCT-116 -523
-61 HT29 -528
-9 KMi2 -5.1%
-57 KMOL2 -5.0%
-4 SwWe20 521
CNS Cancer &,
8 SF-268 » 342
2 SF-295 440
A4 SF-339 =505
a1 SNB-19 -4.15
-14 SNB-75 539
-12 SNB-78 -4.92
-92 T [ #247) -5.16
<31 XF498 L -545
Melanoma
-89 LOX IMV] -5a1
47 MALME-3M 459
-61 Mi1d -5.01
85 MI9-MEL -5.14
-B2 SK-MFL-28 -5.05
72 SE-MEL-5 -5.18
<31 UACC-257 -5.03
-88 UACC.62 -533
- Ovarian Cancer
-3 IGROV1 4,78
48 OVCAR-3 -5.14
51 OVCARA4 A94
-30 OVCAR-8
-9 SK.OV-3 A58
Renal Cancer
=79 7860 ~4.95%
-8 Bt Ad98 4.66
-55 ACHN -4.52
35 : CAXI-1 4A.16
75 RXF393L -5.13
-47 TR BXF63 L 497
-5 SNI2C 498
<23 TK-10 -4.63
.38 3 U0o-3t ~4.83
| I | | I I
+4 43 42 41 o -1 -
] re>Gie Dgse = 39.0(-54) MG MIDTAI = 450
PGS G190 Do = 962{-54) Deta = 078
PG5 TGI Dypep = SLT{-44) Range = 217
O ros<Loso Dy = 100(44) MGDy w 9615
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National Institutes of Health
National Cancer Institute
gethesda, Maryland 20892

December 2, 1991

J. W. Nowicky
l.aimgrubengasse 19/7
A-1060 Vienna
Austria

Dear Dr. Howicky:

In response to your letters of November 10 and 26, 1991, to Dr. Broder, I am
enclosing the data you requested for doxorubicin {NSC 123127), daunomycin (NSC
82151), 5-fluorouracil (NSC 19893}, and your material Ukrain (NSC 631570).

The information supplied is in the form of the standard supplier reporting
package for the three most recent experiments on each of the standard agents and
two for your material. The supplier report packages include: In Vitra Testing
Resuits, Dose Response Curves, Mean Graphs, and the Dose Response Matrix.

The original review summary page of the suppiier report package has been phased
out, since it was felt to cause some confusion in interpretation. The items you
requested in your outline marked A. 2. a. 1, 2, 3, and A. 2. b. are those that
were primarily responsibie for the confusion and were therefore phased out of the
summary page. However, the items in your outline marked A. 1. a, b, ¢ (the MG_MID
and the LOG10 values for every cell line at the GI50, TGI, and LC50 levels of
effect) continue to be availabie in the Mean Graphs.

If I can be of any further assistance, please let me know.

Sincerely,

el yd
:'. 2 .
Aty

aul A. Schepartz, Ph.D.
Deputy Associate Oirector
Developmental Therapeutics Program
Division of Cancer Treatment
National Cancer Institute

cC: Dr. Broder
Dr. Chabner
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- NCi Developruental Uhernpoutics Urodciim

Dose Response Matrix
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55 g K-562 ~421
8t et MOLTA 484
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81 L SR .83
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30 HOP.62 ~5.99
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61 NCI.H23 ) 535 )
62 R NCLID2M 405
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76 : NCI-H522 -4.82
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National Cancer Institate Developmental Therapeutics Program
la-Viro Testing Results

Y

NSC: 19893 -G/10 Experimcéat ID: 91115R43 Test Type: § Units: Molar
Report Date: December 2, 1991 Test Date:  November 4, 1991 QNS: SHP MC:
COMI: 911058 Stain Reagent; PROTEIN-51 SSPL: Q837M :
Logld Concentration
Tipm Menn Cptical Denxities Percent Growth
Panel /Cell Line Zere ctrl -6.6 “£.6 -3.6 =2.5 -6.6 =%.6 -4.6 -3,6 -2.6 - GISO TCL LC50
Leukemina
CORF~CEH H.438 1,458 1.328 0,937 0O.6BZ Q.700 E7 (33 40 26 2_21E-0% >I SQFE-03 >2.50E~Q]
HL.~60{TH} 0.374 1.166 0_975 0,734 0.666 0.:10 T a2 45 17 1_34E-05 »>2.50E~03 >2.%0E-0)
K-562 0,255 1.165 1_ie O.746 O0.653 0,576 2 1 3] T v 6. 10E~05 >2.56E-03 »>2,50E+03
MOLT~4 G.516 1,700 1.667 0,.98% 0,776 0,734 a7 £r £0 19 1.43E-05% >2,%0E-03 >2_50E-03
RPHI«B27€ 0,806 3.15% 0_933 0.725% 0.650 0_564 71 53 42 21 6.08E-06 »2,50E-03 >2,.50E-03
SR 0.323 1.219 1,111 G.€50 0.5056 0.460 £8 B 40 15 1.46E-05 »2,.S0E-03 >Z,50E-03
- Hon-5mell Cell Lung € r- smaoamm L s e - - sEeo- P mmmen s e s et
EXF 0,647 1.%22 1.551 1.703 1.16&8 ©0,.9582 1g3 (2] 64 34 6.82E~08 2, 50E-03 >2,50E-C)
HOP-62 0.4%0 :.318 1,361 Q.7¢9 0,732 o 597 los X kH 13 1.03E-05% >2.50E-03 >2,50E-02
RCI-HI2E 0.676 1.136 1,150 1,005 o.n%L QoES2 1023 £ 71 45 1.5CE~03 >2_50E-03 »2,%0K~0)
RCI~H23 0.525 1.%07 1:.439 V.76 0,626 0.7 az sl 17 240 £.50E-06 >2 50E-03 »2.%50E-03
HCI-H3221 0,566 1.521 1,316 1.088 1.002 B£.E%) 51 £2 55 34 E.90E~0% >2.50E-03 »2,50E-03
o1 -HAG0 0.242 1.76% 1,142 a. 370 00176 ol ikl iE 3 ~-42 £.12E~0T 4_J4E-D5 >2 90K-G1)
HOI-HL22 0.551 1.391 1,391 0,824 0,657 0G.413 oo ki 52 ~2% 1.5%0E-05% 4.40E-~04 »2.%50E-G3
LXFL 527¢ 0.431 1.63%6 1, 542 1.006 O.E50 0,732 B3] 1% 46 26 Z.BGE-05 »2,.%0E-~03 >2_50E-03
Small Cell Lung CTancer
s 114 O.67¢ 2.006 2,017 1,53 1,223 1.953% 101 i 64 27 1.95E-04 >2_50E-03 »2_50E-C)
oS 273 C.2%3 1.725 1.561 0.73% 0O.5% L4700 [ 23 e 32 15 5.10E-06 32, ,50E~03 »>2_4%0C«03
Calen Cancer
COLO 2C% 0278 . 2,003 1.36% LL14E L,0467 N - - . . . -
DLD«~] 0.167 0.9%2% 0.771 g.38r 0,318 0,187 :14) 1 28 k] 2.54L-06G 22_50E-03 >7_S0E-02
HCC-20uE O.4681 1,900 1.02§ 0.67% 0,762 O.65%E 3 i3 23 & <2.5Q0E-07 32 ,50E~03 »>2.50E+C3
HIT-1146 0,206 1.685% 1.544 0626 0,362 G257 wq b3 76 3 3. B6E-06 2. %0K-03 >2_30E-03
HI2O D197 1.5%20 1.249 0.646 0,313 0,3%0 7o €3 L1 1z 6.QBE-DG >2_5DE-03 >2_5DE-03
s g D.346 1,512 1,340 o.8%3 ©0.71% £.5l0 L) H <3 14 o 40L-06 »2, H0E-03 >2.5CE~D3
| i du g 0.&40 1,854 1,531 1,063 ©O.2E> Do40E 1A i % 14 £.T7EE-06 »2 . 50K-01 >2_L0E.03
LR-620 0,318 1,416 1,341 D.Gen  O.5B5 0341 i i o 21 4,05E~06 >2.50K-03 »2,20E-C)
s Laneer
sE=-206 0.3231 1.3%6 1,299 0.9G5 O.8l6 ©.77b k] 77 E18 29 2,725-05 »2,.5%0E-03 >2_LQE-D3
£P-2%% 0.341 1.231 1,275 G.Teé D.5%32 0.6 1oz a2 41 24 1.64E~05% 2. 50E-03 »2.50E.03
ENB-1% 0.438% 1.287 1.28% D_951 ©O.8§3% 0.732 icD e 60 34 1.25E~04 >2_50E-03 »>2.5%0E-D1)
ENB-75 &.576 ©.256 0.96) 0.82% OQ.746 0_634 ip: e 11 15 1. 49E-04 »2.50E~03 »2_50GE-03
uzsl 0.46F 1.587 1,505 1.006 O©.BS5 0.460 o) rk:] 48 2 2,21E-05 >2.50£-03 >2 . %DE-03
Malanoma
LOK IMJT 0.261 1,468 1.385 g.59%  D.407 0,245 21 1 25 -6 2.67E~06 1_11E-D3 »>2,5%0E-0]
FALIE-31 0.545 1.056 21,013 0.628 0.77C 0.%76 @1 £% 55 & 5.4CE~0% >2.50E-03 >2.50E-03
[ AR O.167 0,627 0.61B 0,426 C.3I¥: 0,320 96 kL 34 33 1.93E«04 >2_30E-03 »2,%0E~0]
pAR: S T A Q.438 1,97% L.638 1.106 ©,98) 0©. 783 Th e 43 23 S.61E~D6 >2_SDE-03 >3, %0E-0)
ER-MEL-26 0.445% O.647 0,096 0.681 O.I03 G.673 1z 1 EY 57 >2.50E~03 22 .50E-03 »>2_50E-03
EE-HEL~% 0.422 1.563 1.468 1.000 0.7% 0,176 22 T 51 -58 S.A8E~05 5_41E-04 2, 01E-~D)
TACC-23%7 0.573 1,303 1,519 1.07% 0.931 0,%97 102 El 54 3 4.59E~05 >2.50E-0] »>2.50E-01
UACC-67 0.637 1,33 1.359 1.014 o.6%4 0,329 103 1 3] 54 ~48 I_69E-05F 6.15E~04 »>2.50E-01
Cvazien Cancer
IGROV] 0.630 },.678 1.670 1,365 1.20% 0,787 sa 102 413 -5 1.2B£-04 1.97E-D3 >2,.5CE-03
VEAR-1 G.464 1,219 1.202 ¢.9%% Q.717% Q.522 B €5 66 4 T_7HE-05 »>IX_S0E-Q3 >2.50E-03
AR -4 Q.676 1.673 1_.587 1.242  1.107 9.77¢ @1 1% 27 4 T.TRE-0% »2, 50503 >2.500-03
O CARR~5 0,852 1.06F 1.0¢0 0.$40 ©,B5L 0O,JEOQ wZ B -1 %5 5.16E-05 S.11E-04 Z2,.31CE-C)]
CVEAR-E 0,269 1,24 l.200 0.é&1 D,8VE 0,347 oG TE e 17 1.22E-0% >2.40E~03 »2,507-C3
SK-0U-3 1,592 1.971 2.086 1,831 1 i3a Bl - -0 T_GSE~05 3, 600+04 H2.50E-03
Jurpial Cander
Fon O 0.78% 1,34 1.202 1.082 © oy L] i€ -10 E_55E-06G 1.44E«03 »>2,5CE-E3
; O.63F Y. 783 L_T2B r,ore @ "y = 1% 10 2.61E~06 1,39E-03 »2,5CH-C2
O.62% 1.555 1,470 8,87« & g2 £2 Rl 14 1.38E-05% »>7,.%0E-03 »>F_S0E-75%
o405 0.7 0,178 .7 v 1c2 Lot £a -i? 2.84R-04  }.STE-0] 22.L08-T3
0.506 1.662 1.42% Q,%3% 0 Lo H iz ie 3. BIE~06 »2,50E-03 52,50L-03
V.55% 1.64L 1.aG12 O 120 S o7 [ 34 e iz S.TBE-05 57 F0E-D] 2. L0E-D3
1.587 . 1.%97 1.533 1 - . - . - . .
0.636  1,3%2 }.3134 0,905 0 «7 TE * .o 2.51E-05 5,13E-04 >2,%0E-C)

CTan e e




DIFFERENT ACTION OF UKRAIN, CELANDINE ALKALOIDS AND
THIOTEPA ON CANCER CELL LINES

Ukrain is produced from alkaloids from greater celandine and Thiotepa.

The National Cancer Institute (Bethesda, Maryland, USA) has proved that Ukrain
(NSC 631570) has a completely different effect on malignant cells to Thiotepa (NSC
6396) and chelidonine hydrochloride (NSC 406034; chelidonine is the main alkaloid
of greater celandine).

For example:

- UKRAIN is at its least effective [log(TGI) = -3.4], with leukaemia-HL-60(TB) in
contrast to chelidonine hydrochloride, which is very effective [log(TGI} = -5.4]
and to Thiotepa, which is only moderately effective [log(TGl) = -4.4].

- UKRAIN is extremely effective [log(TGI) = -5.6] with Non-Small Lung-NCI-
H460, chelidonine hydrochloride less effective [log(TGI) = -4.0] and Thiotepa
shows very little effect [log(TGI) =-4.5]).

-  With Colon-SW-620 UKRAIN is very effective [log(TGI) = -5.2], chelidonine
hydrochloride is not effective [log(TGI) = -4.0], and Thiotepa is also not effective
[log(TGI) = -4.2].

The enclosed profiles of these three different substances show very clearly that their
effects on the same cell lines are very different.

Results of the National Cancer Institute, Bethesda, USA, Human Cell Line Screen can
be seen on the website of the Developmental Therapeutics Program NCI/NIH
(National Cancer Institute, National Institute of Health) http://dtp.nci.nih.gov/.

However, we believe that normal cell lines should also be used in screening tests, It is
remarkable that neither the NCI nor EORTC (European Organization for Research
and Treatment of Cancer) use healthy cell lines in their screening tests. The reason
may be that within the framework of this programme tests are made almost exclusively
on very toxic substances which have no selective effect and which are known in
advance to be damaging to normal cells.

Prof. A. Liepins was the first also to examine normal cells. After observing very
promising results he suggested to the NCI that normal cells should also be used in their
screening programme. Unfortunately this suggestion has met with no response.
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TGI Mean Graph for Compound S631570

Results from the National Cancer Institute Human Tumor Cell Line Screen

Highest concentration tested is 3.8E-04 M: Average TGl over all celi lines is 1.6E-05 M

Panel Cecli Line log(TGI) | Least Scnsitive
Leukentia CCRF-CEM -3.4 SN
| Leukemia HL-60(T13) -3.4 eeca— |
Leuketnia k-562 -4.7 I
Leukemia SR -1.5 =
Non-Small Cell Lung  AS49/ATCC -4.2 et
Non-Small Cell Lung  EKVX -4.0 —
Non-Small Cell Lung HOP-18 -4.0 B
Non-Small Cell Lung HOP-62 -4.4 ——
Non-Small Cell Lung HOP-92 -4.9 {
Non-Small Cell Lunp, NCI-H226 -4.1 om——
Non-Small Celf Lung NCI-H23 -5.1
Non-Small Cell Lung NCI-H322M -4.2 [
| Non-Smail Cell Lung, NCI-H460 5.6 e |
Non-Small Cell Lung NCI-H522 -4.8 t
Non-Smali Cell Lung  LXFL 529 -5.1 L
Smali Cell Lung DMS 114 -5.5 e
Colon COLO 205 -5.2 ———
Colen DLD-1 -5.1 L
Colon HCC-2998 -4.7 X
Colon HCT-116 -5.3 N
Colon HT29 -53 =
Colon KM12 -5.2 -
Colon KM20L2 -5.1 -
Colon SW-620 52 mn |
Sonom O sFa68 34 e
le
S STE 4.4 =
Je
e NerVOLs 1539 5.0 -
:;;f;ﬂ Nevous  gNB-19 4.1
:;:1::: Nervous SNB-75 5.4 ——
e S s 4.9 .
;:‘:;‘f Nervous a5y -5.2 -
‘eniral Nervous XF 498 5.4 J—
ystem
felanoma LOX IMVI -5.2 =
lelanoma MALME-3M -5.0 =

UKRAIN

Most Sensitive |

SIETOT 110 AM



Melanoma
Melanoma
Melanoma
Melanoma
Melanoma
Melanoma
Qvarian
Ovarian
QOvanian
QOvartan
Renal
Renal
Renal
Renal
Renal
Renal
Renal
Renal
Renal

M14
M19-MEL
SK-MEL-28
SK-MEL-5
UACC-257
UACC-62
IGROV1
OVCAR-3
OVCAR-4
SK-0OV-3
786-0
A498
ACHN
CAKI-1
RXF 393
RXF-631
SN12C
TK-10
Uuo-31

-5.0
=5.1
-5.0
-5.2
-5.0
-3.3
-4.8
-5.1
-4.9
-4.6
-4.9
-4.7
-4.9
-4.2
-5.1
-5.0
-5.0
-4.6
4.8

UKRAIN
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CHELIDONINE HYDROHLORYDE
TGI Mean Graph for Compound S4(06034

Results from the National Cancer Institute Human Tumor Cell Line Screen

These results provided by the Developinental Therapentics Program, DCTD, NCI

Highest concentration tested 1s 1.0E-04 M. Average 1'GI over ail cell lines is 3.3E-05 M

Panel Cell Line log(TGI} | Least Sensitive iost Sensitive |
Leukemia CCRF-CiiM -4.5 1
JLeukemia HL-60(TB) -5.4 —
Leukemia K-562 -4.0 ——
Leukemia MOLT-4 -4.2 -
Leukemia RPMI-8226 -4.4 t
Leukemia SR -4.0 —
Non-Small Cell Lung  AS4YATCC -4.0 R
Non-Small Cell Lung ERVX -4.0 -—
Non-Small Cell Lung HOP-62 -4.6 '
Non-Smalf Cell Lung HOP-92 -4.0 —
Non-Small Cell Lung NCI-H226 -3.0 ——
Non-Small Cell Lung NCI-H23 -4.9 -
Non-Small Cell Lung NCI-H322M -4.0 —
Non-Small Cell Lung NCI-H460 -4.0 — |
Non-Small Cell Lung NCI-H522 -4.8 -
Colon COLO 2035 -5.3 Ir—
Colon HCC-2998 -5.3 I
Colon HICT-116 -4.3 [
Colon HCT-15 -5.2 ——
Colon HT29 -5.3 —
Colon KMi2 -4.9 h—
Colon SW-620 -4.0 P |
Sy O sp0s 46 '
g;;:;‘: Nevous gk 295 5.0 —
g:s“t::’::: Nervous g 530 5.3 e
g;;‘::j: Nervous  gNB-19 4.6 '
g;;‘;‘: Nervous  ¢NB.75 5.0 —
3;:;1 Nervous )y 4.6 .
Melanoma LOX IMVI -4.3 ]
Melanoma MALME-3M -4.0 |
Melanoma Ml14 -4.5 1
Vielanoma SK-MEL.2 -4.6 {
Velanoma SK-MEL-28 -4.0 T
vielannoma SK-MIEL-5 -4.4 ]
vielanoma UACC-257 ~-4.0 e
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CHELIDONINE HYDROHLORYDE

Melanoma UACC-62 -4.6 n
Ovarian IGROVI -4.0 —
Ovarian OVCAR-3 -4.7 -
Quarian QOVCAR-4 -4.0 ]
Ovarian QVCAR-5 -4.0 —
Ovarian OVCAR-8 43 ]
Ovarian SK-OV-3 4.5 1

Renal 786-0 4.1 [

Renal Ad98 -5.2 ——
Renal ACHN -4.0 _—

Renal CAKI-1 -4.0 —

Renal RXF 393 4.6 X
Renal SN12C -4.4

Renal TK-10 -4.0 —

Renal UG0-31 4.0 -
Prostate PC-3 -4.0 mun
Prostate DU-145 -4.5 |
Breast MCF? 43 ]

Breast NCI/ADR-RES -4.7 ]
Breast MDA-MB-231/ATCC-4.6 |
Breast HS 578T -4.0 ]

Breast MDA-MB-435 -5.6 I—
Breast MDA-N -5.7 F———
Breast BT-549 -4.0 ]

Breast T-47D -4.0
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TGI Mean Graph for Compound S6396 THIO ~ TEPA

Results from the National Cancer Institute Human Tumor Cell Line Screen
These results provided by the Developniental Therapeutics Program, DCTD, NCI
Highest concentration tested is 1.0E-04 M: Average TGl over all cell lines is 4.3E-05 M

Most Sensitive |

Pancl Cell Line log(TGI) [ Least Sensitive

Leukemia CCRF-CEM ~4.1 -
[Lcu.kcmja HL-6THB) 4.4 i |
Leukemia K-562 4.1 -
Leukemia MOLT-4 -4.3 N
Leukemia RPMI-8226 ~4.0 —
Leukemia SR -4.5 [
Non-Small Cell Lung AS49/ATCC ~4.3 t
Non-8mall Cell Lung EKVX ~4.4 1
Non-Small Cell Lung HOP-18 -4.0 -
Non-Small Cell Lung HOP-62 4.7 -
Non-Smatll Cell Lung HOP-92 -4.3 1
Non-Small Cell Lung NCI-H226 -4.4 i
Non-Smali Cell Lung NCI-H23 -4.6 -
Non-Small Cell Lung NCI-H322M -4.1 -
| Non-Small Cell Lung NCI-H460 -4.5 = |
" Non-Small Cell Lung NCI-H522 -4.3 t
Non-Small Cell Lung  LXFL 529 -4.4 i
Non-Smail Celt Lung MLI-019 -6.4 T
Smalt Cell Lung DMS 114 -4.4 ]
Smali Cell Lung DMS 273 -4.4 !
Colon COLQ 205 -4.4 1
Colon DLD-1 -4.1 |
Colon HCC-2998 -4.4 1
Colon HCT-116 -4.3 i
Colon HCT-15 -4.1 =
Colon HT29 4,2 L
Colon KMI2 -4.2 I
Colon KM20L2 -4.2 =
Colon SW-620 -4.2 l
Sy Neous 1268 42 .
g;;::ll Nervons SF-295 43 |
S Nerveus - s.539 4.3 '
g;;‘t::‘: Nervous  sNB-19 -4 -
g:;:‘: Nervous  oup.75 4.2 "
Central Nervous SNB-78 4.0 —

System
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Central Nervous
System

Central Nervous
System

Central Nervous
Systemn

Central Nervous
System
Melanoma
Melanoma
Melanoma
Melapoma
Melanoma
Melanoma
Melanoma
Melanoma
Melanoma
Melanoma
Ovarian
Ovarnan
Ovarian
Qvarian
QOvarian
Ovarjan

Renal

Renal

Renal

Renal

Renal

Renal

Renal

Renal

Renal

Renal

Renal

U251

XF 498

SF-767

SF-763

LOX IMVI
MALME-3M
MIl4
RPMI-7951
MI19-MEL
SK-MEL-2
SK-MEL-28
SK-MEL-5
UACC-257
UACC-62
IGROVI
OVCAR-3
OVCAR-4
OVCAR-5
OVCAR-3
SK-OV-3
786-0

A498
ACHN
CAKI-1
RXF 393
RXF-631
SNiz2C
TK-10
UuG-31
UOK-57
UOK-57LN

4.4

-4.8

-4.6

-4.4
-4.5
4.5
4.5
4.2
43
4.1
-4.4
4.2
4.6
4.1
43
-4.4
43
-4.2
-43
4.5
-4.4
-4.4
4.1
-4.4
4.3
4.1
-4.0
-44
4.7
5.0

THIO — TEPA
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