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MW (kDa):

37-.

IM9: B lymphoblast

BL2: Burkitt's lymphoma
CEM: T cell leukemia

Karpas 299: T cell lymphoma
Sup-M2: ALCL

UCONN: ALCL

(ALCL: Anaplastic large-cell lymphoma)
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DAUDI: Burkitt's lymphoma
Ramos: Burkitt's lymphoma
BJAB: Burkitt's tymphoha
HD-MYZ: Hodgkin lymphoma
KM-H2: Hodgkin lymphoma
L428: Hodgkin lymphoma

Jurkat: T cell leukemia
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Figure 5

Effectiveness of NMT inhibitors on Burkitt's Lymphoma Cell Line
Ramos in comparison to immotalized normal B lymphocytic cell
line (IM9) after 48 Hours at different concentrations
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Figure 7
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Figure 8

NMT-1 stain. Upper row: N1, N2 normal lymph nodes,
Neg Negative control. Middle row: three Burkitt
lymphoma cases (BL 1-3). Lower row: three DLBCL
(LCL-1-3) cases. Both normal lymph nodes and
lymphoma show strong stains. No difference
observed.
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Figure 8

NMT-2 stain. Upper row: N1, N2 normal lymph nodes,
Neg Negative control. Middle row: three Burkitt
lymphoma cases (BL 1-3). Lower row: three DLBCL (LCL-
1-3). The normal lymph nodes show a strong stain
whereas the Burkitt lymphoma (BL) and diffuse

large B cell lymphoma (LCL) show a weak stain.
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Figure 9

Normalized residual activity
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Figure 9
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Figure 9
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7 NMT1
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NIMT isoform expression analysis in cancer cell lines

Figure 11
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Figure 11
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Figure 12

Timegyy © 0 1 1 2 2 4 4 8 8 Timety 0 6 1 4 2 2 4 4 8 8

AMIFAS o+ - v~ 2 - & . s SIS+ % -+ 4 -+ ¢ - + - %
Anti HEIT1 Anti NMTH
Aesti NWMT2 Anti NMT2
Ami PAK2 Anti PAK2

Anti GAPDH Arai GAPDH

T‘m(h’0011224438 'rm‘h,001122“33

ARGFAS - * - v -+ - ¥ -« I8 -+ - 4 - o+ - e - e
MW, {kDa)
MW, (kDo)
150 - 156 -
170.’?— 100 —
5 -
50 -
50 -
37 -
37 -
25 - 25 -

Co-Translational Post-Translational

20/54



NMT activity {(fmol/min/ug protein)

900

Figure 12

809 -

700 -

600 -

500 -

400

Control

2500 gyt

His-NMT1 His-NMT2
IR T A
L T A A

21/54

®NMTL

8 NMT2



Figure 13

A
Purification of GST-NMT1 from E. Coli
MW. (kDa) T 2 3 4 5 6
150 — . - 1. bacterial lysate
2. pellet of lysate
100~ S - g ¥ 3. supernatant of lysate
75— 4. Flow-through of
Glutathione-agarose
50— © 5. Wash of Glutathione-
; ; agarose
37— e e O Elution with 10 mM
reduced glutathione
Protein staining * GST-NMT1 band
B Purification of GST-NMT2 from E. Coli

Mw.(kpa) T 2 3 4 5 6
1. bacterial lysate

150 = = o 2. pellet of lysate
100 = g 3. supernatant of lysate
75 - 4. Flow-through of
Glutathione-agarose
50 ~ 5. Wash of Glutathione-
agarose
37— 6. Elution with 10 mM

; = reduced glutathione
Protein staining * GST-NMT2 band

22/54



LV

Figure 13

2 3 4 5 6B

7 8 9

1011 1213

23/54

14 15

Gel A: Purification of NMT1
1. All Blue marker
2. Ni-NTA column pool
3. Gel Filtration pool
4. FT of Resource S
5. Fraction 8 ({f8)
6. f16

7.f18

8. f19

9. f20

10. f21

11. 122

12.f41

13.f42

14. f66

15. f67



xDa

Figure 13

6

7

& 9 10 11

24/54

12
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Cell based potency

Figure 15
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Figure 16
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Figure 17
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Figure 17
mRNA expression level (RMA)
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Figure 18
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Figure 19
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Figure 20
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Figure 21
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Figure 22
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Figure 23
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Figure 24
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Figure 26
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Figure 27
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Figure 28
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Figure 29
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Figure 31
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Figure 33
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Figure 34
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Figure 38
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Figure 39
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Figure 40
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Figure 41
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Figure 42
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