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Abstract. Cancer is the second cause of death in the world
after cardiovascular diseases. Cancer cells acquire capacities
not present in normal cells, such as self-sufficiency, resistance
to antiproliferative stimuli, evasion of apoptosis, unlimited
replication, invasiveness and metastasis. Consequently, it is of
major interest to explore and develop molecules with anticancer
activity directed to specific targets. In this study, we aimed to
evaluate two series of polycyclic quinones: aza-angucyclinone
and arylaminopyrimido[4,5-c]isoquinoline-7,10-quinones,
in their capacity to inhibit human topoisomerase I (TOP1)
and to trigger apoptosis through activation of caspase-3. We
evaluated the capacity of the two series of polycyclic quinones
to inhibit TOP1, using a DNA supercoiled relaxation assay
and their capacity to induce apoptosis through the activation
of caspase-3 in HL60 cells. Both series of quinones inhib-
ited TOPI1 activity over 50%. When we evaluated the
pro-apoptotic capacity of both series of quinones, at thera-
peutically relevant concentrations, the arylaminoquinones
ADPA-1CC (methyl 7-(4-methoxyphenyl)amino-1,3-dimethyl-
5,8-dioxo0-5,8-dihydroisoquinoline-4-carboxylate), P4
(9-phenylamino-3,4-dihydrophenanthridine-1,7,10(2H)-trione)
and the aza-angucyclinone OH-6H (8-hydroxy-2,4-dimethyl-
2H AH-benzo[g]pyrimido[4,5-c]isoquinoline-1,3,7,12-tetraone)
increased the caspase-3 activity by approximately 2-fold over
the control. The series of the arylaminoquinones and aza-angu-
cyclinones showed differential antiproliferative capacity. We
further identified a group of them that showed antiproliferative
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capacity possibly through inhibition of TOP1 and by activation
of caspase-3. This group of molecules may represent a potential
pharmacological tool in the treatment against cancer.

Introduction

Cancer is the second cause of death worldwide, after cardiovas-
cular diseases (1). Cancer cells acquire capacities not present
in normal cells, such as self-sufficiency, resistance to antipro-
liferative stimuli, evasion of apoptosis, unlimited replication,
invasiveness and metastasis. These characteristics are common
for most types of cancer (2). The loss of cell cycle regulation
and the autonomous growth of cancer cells shows a correlation
with the upregulation of biomarkers, such as the enzyme human
topoisomerase I (TOP1) in several types of cancers, such as that
of the digestive tract and lung (3.4). This enzyme is present in
all eukaryotic cells and is key for cell survival due to its key
function: to relax supercoiled DNA, through a specific cleavage
of the DNA (5). On the other hand, evasion of programmed cell
death (apoptosis) is a process in which the normal cell becomes
malignant, with the ability to form a tumor (6).

Several studies have shown that some compounds induce
apoptosis in cancer cell lines, through an increase in the activity
of caspases, both of the extrinsic (caspase-8) and intrinsic
(caspase-9 and -3) pathway, positioning these compounds as
potential agents for the treatment of cancer (7-9).

Chemotherapeutic agents, such as the inhibitors of TOP1
act by stabilizing the complex formed between the enzyme and
the DNA, causing the death of the cancer cell. Camptothecin
was the first TOP1 inhibitor to be isolated, showing strong anti-
tumor activity. Unfortunately, its use had to be discontinued,
due to its adverse effects. Water-soluble derivates of camp-
tothecin, such as topotecan and irinotecan, were developed
(10), resulting in stronger activity and less toxicity. Quinones
are among the several groups of antitumor drugs, due to their
lower toxicity (11). They exert anticancer activity through
several mechanisms that include DNA intercalation, alkyla-
tion of biomolecules generation of oxygen reactive species and
probably inhibition of TOP1 (12).
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Our group has recently synthesized and characterized
the in vitro antitumor capacity of several polycyclic quinones
(13-18). These molecules may represent an interesting thera-
peutic tool. We aimed to study the mechanism of action of
two series of polycyclic quinones: named aza-angucyclinones
and arylaminopyrimido[4,5-cJisoquinoline-7,10-quinones. For
this, we evaluated their capacity to inhibit human TOP1 and to
induce apoptosis.

Materials and methods

Chemicals. Polycyclic quinones were synthesized as previously
described (15,17). The chemical structures of the aza-
angucyclinones used in this study appear in Fig. 1. PI1,
8-hydroxy-3,4-dihydro-2H-benzo[j] phenanthridine-1,7,12-
trione; P3, 8-hydroxy-6-methyl-3,4-dihydro-2H-benzol[;]
phenanthridine-1,7,12-trione; FG-2, 3,3 ,6-trimethyl-34-
dihydro-2H-benzol[j]phenanthridine-1,7, 12-trione; FG-5,
3,3-dimethyl-8-hydroxy-1,2,3 4-tetrahydro-1H-benzol[;]
phenantridine-1,7,12-trione; OH-6H, 8-hydroxy-2 4-dimethyl-
2H 4AH-benzo[g]pyrimido[4,5-c]iso-quinoline-1,3,7,12-tetraone.

The chemical structures of the arylaminopyrimido[4,5-c]
isoquinoline-7,10-quinones used in the study are shownin Fig. 1.
AD, methyl 7-phenylamino-1,3-dimethyl-5,8-dioxo-5,8-di-
hydroisoquinoline-4-carboxylate; ADPA-1CC, methyl-7-(4
methoxyphenyl)amino-1,3-dimethyl-5,8-dioxo-5,8-dihydroiso-
quinoline-4-carboxylate; P4, 9-phenylamino-3,4-dihydrophe
nanthridine-1,7,10(2H)-trione; A, 2,4-dimethyl-8-phenyl-
amino- 4H-pyrimido[4,5-clisoquinoline-1,3,7,10-tetraone; B,
8-(4-methoxyphenylamino)-2 4-dimethyl-4H-pyrimido[4,5-c]
isoquinoline-1,3,7,10-tetraone; C, 2,4,6-trimethyl-8-pheny-
lamino-4H-pyrimido[4,5-c]isoquinoline-1,3,7,10-tetraone; D,
8-(4-methoxyphenylamino)-2 4,6-trimethyl-4H-pyrimido[4,5-c]
isoquinoline-1,3,7,10-tetraone.

Plasmid DNA pGEM®-T extraction. Plasmid DNA pGEM®-T
supercoiled was extracted from colonies of Escherichia coli
TOP10 (TOP10 Electrocomp™ kit, Invitrogen) grown in agar/
LB/ampicillin media for 24 h at 37°C. Then, bacteria were
inoculated with 50 ml of Terrific Broth™ (Gibco, USA), for
24 h with agitation (300 rpm) at 37°C. After this period, the
plasmid DNA pGEM® was extracted using the E.Z.N.A.®
Fasfilter® Plasmid Midiprep kit (Omega Biotek, USA) with
ethidium bromide (EtBr).

TOPI activity assay. The assay was based on the principle
of increasing the mobility of supercoiled DNA in an agarose
gel after treatment with TOP1, according to Liu et al (19).
Briefly, supercoiled DNA pGEM®-T (63 ng/ul) was incubated
with 6 units of human TOP1 (1 ml, Invitrogen) in 1.0 ul of
relaxation buffer (stock 10X: 50 mM Tris-HCI, pH 7.5; 0.1 mM
EDTA; 50 mM KCI; 10 mM MgCl,; 0.5 mM DTT; 30 pg/ml
BSA) and the volume was adjusted to 10 pl with ultrapure
H,O. All the chemical compounds were dissolved in DMSO
and pre-incubated at 37°C for 1 min at a final concentration
of 750 ymol/l. The reaction was started adding the plasmid
pGEM®-T and incubating the mixture at 37°C x 30 min. At
the end of this period, the mixture was submitted to electro-
phoresis on 0.8% agarose gels in TAE buffer, containing EtBr
(1 mg/ml), and then photographed under UV light. Then the
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gels were photographed, digitalized and analyzed using the
Gene Scope v.1.73 software. We estimated the percentage of
DNA that remained supercoiled, or alternatively, quantified
the appearance of relaxed DNA.

Apoptosis assay in HL-60 cells. The pro-apoptotic potential
of the polycyclic compounds was assessed using the non-
adherent cell line HL-60 (derived from human promyelocytic
leukemia cells, ATCC CCL-240). A cell stock was prepared
as follows: HL-60 cells were grown in 30 ml RPMI-1640
medium supplemented with 10% heat-inactivated BSA, ,
2 g/l NaHCO;, 1 mM sodium pyruvate, 100 Ul/ml penicillin,
100 pug/ml streptomycin and 2.5 yg/ml amphotericin B. Cells
were incubated at 37°C in a humidified atmosphere, with 5%
CO,. The RPMI-1640 medium was changed every 48 h. From
the stock cells, 3 ml were separated to analyze each quinone
and 3 ml for each control. Each Petri dish contained approxi-
mately 2x10° cells. This assay was performed in triplicate. For
each compound, we used a quarter of their ICy,, according to
previous reports (15,17). Each Petri dish was incubated at 37°C
for 12 h in the presence of the quinones. As positive control we
treated HL-60 cells with 50 yM etoposide, and as negative
control, cells only with the corresponding vehicle (DMSO).
After this treatment, we measured the activity of caspase-3
using a colorimetric assay (caspase-3 Colorimetric Assay,
R&D Systems, Inc.). Briefly, HL-60 cells were collected
in Eppendorf tubes (1.5 ml) and centrifuged at 2,800 rpm x
10 min at 4°C. Immediately after this period, the supernatant
was discarded and 50 ul of lysis buffer were added to each
tube, resuspending the pellet and incubating on ice for 10 min.
Then, the tubes were centrifuged at 10,000 rpm x 1 min at 4°C.
From each tube, we collected 50 u1 of supernatant (cell lysate),
and transferred to the wells of ELISA microplates. Each well
was loaded with 50 p1 of reaction buffer 2X plus 5 u1 of colo-
rimetric substrate. The microplates were incubated at 37°C x
120 min. Finally, the microplates were read at 405 nm.

Statistical analysis. The results of the caspase-3 activity
are presented as average + standard deviation (SD). SPSS
v.12.0 software was used to evaluate normality of the data
(Kolmogorov-Smirnov) and variance homogeneity (Bartlett).
Statistical significance was determined using one-way analysis
of variance (ANOVA) followed by the Dunnett's post-hoc test.
A P-value <0.005 was considered significant.

Results

Purification of plasmid DNA and standardization of the relax-
ation assay. First, we extracted plasmid DNA pGEM®-T from
TOPI10 E. coli and analyzed its quality and purity. Using elec-
trophoresis in agarose gels, plasmid DNA appeared supercoiled
DNA and of about 2,500 bp, with purity over 90% (Fig. 2A).
Next, we standardized the supercoiled DNA relaxation
assay as follows. Briefly, we first evaluated whether DMSO, the
vehicle for the polycyclic quinones studied, had any effect on
DNA relaxation (Fig. 2B). We analyzed the effect of DMSO in
the presence or absence of human TOP1. DMSO did not affect
the migration on agarose gels neither on DNA treated with
TOP1 nor in DNA without treatment (supercoiled). Then, we
validated the DNA relaxation, with increasing concentrations
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Figure 1. Chemical structures of the aza-angucyclinones (P1, P3, FG-2, FG-5 and OH-6H) and the arylaminopyrimido[4,5-c]isoquinoline-7,10-quinones (AD,

ADPA-1CC, P4, A, B, C and D) used in the study.
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Figure 2. Standardization of the DNA relaxation assay. (A) Plasmid pGEM®-T obtained from E. coli TOP10. Left lane includes 1 Kb ladder, the other lanes
contain the pGEM®-T plasmid showing the relaxed and supercoiled states. (B) Effect of DMSO on DNA relaxation, in the presence or absence of human
TOPI. (C) Effect of ethidium bromide (EtBr) on plasmid pGEM®-T migration. (D) Concentration-activity assay for TOP1. Plasmid DNA was treated with
increasing concentrations of human topoisomerase I (TOP1), during 30 min at 37°C. (E) Kinetics assay of TOP1 activity TOP1. Relaxation of supercoiled
DNA at increasing time of incubation with human TOP1. (F) Concentration assay for DNA pGEM®-T. Increasing concentrations of plasmid DNA submitted
to incubation with TOP1, 30 min at 37°C. Negative control (Neg), DNA pGEM®-T without TOPI.

of EtBr, a DNA intercalating agent (Fig. 2C). EtBr effectively
caused changes in DNA topology, causing relaxation that
changed DNA migration. Next, we proceeded to determine the
optimal concentration of TOP1 (Fig. 2D), enzymatic kinetics
(Fig. 2E) and plasmid DNA concentration (Fig. 2F). As shown
in the figures, incubation of plasmid DNA with different

concentrations of TOPI, at different incubation times and at
different DNA concentrations, caused mobility that shifted the
bands to the level of 5,000 bp according to the DNA ladder.
With these results we established the optimal conditions for
the assay at 37°C, DNA concentration of 60 ng/ml, with 6 Ul
of human TOP1, with 30 min of incubation time.
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Figure 3. Inhibitory effect of aza-angucyclinones and arylaminoquinones on TOP1-induced DNA relaxation. (A) Concentration-response assay for polycyclic
quinones. DNA relaxation assay, with increasing concentrations (#M) of FG-5, a compound belonging to the family of angucyclinones and with compoung
C, which belongs to the family of arylaminopyrimido[4,5-c]isoquinoline-7,10-quinones. Right, graph depicting the inhibitory effect of each compound on
supercoiled DNA relaxation induced by human TOP1. (B) DNA relaxation assay (30 min at 37°C) in the presence of aza-angucyclinones. Camp, camptothecin,
DNA + TOP1 indicates the assay in the absence of the angucyclinones. (B) Graph depicting the percentage of inhibition of both families of quinones.
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Figure 4. Caspase-3 activity induced by polycyclic quinones. Graph depicting the caspase-3 activity induced by aza-angucyclinones and arylaminopyrimido[4,5-
clisoquinoline-7,10-quinones in HL-60 cells. The concentrations used for each compound are as follow, in ymol/I: P1, 1.4; P3,5.9; FG-2,4.3; FG-5,0.5; OH-6H,
3.9; AD, 5; ADPA-1CC, 2.3; P4, 1.4; A, 25; B, 5.2; C, 1.4; D, 2.3. Etoposide was used at a concentration 50 gmol/l. Results are expressed as averages + SD.

“P<0.05, “P<0.001 vs. control.

Inhibition of TOPI activity assays. The ability of polycyclic
quinones to inhibit TOP1 activity was evaluated on relaxation
assays, as indicated above. All the quinones were used at
750 umol/l final concentration. As a control of TOP1 inhibi-
tion, we used camptothecin. At the end of the incubation period,
the mixture was submitted to electrophoresis on agarose gels.

First, we explored the range of concentrations of the polycy-
clic quinones to be used in the DNA relaxation assay. For this,
we chose one compound of each class: one angucyclinone (FG5)
and one arylaminoquinone (C). We assayed these compounds
in a range of concentrations from O to 1,000 pg/ml (Fig. 3A).

Both compounds presented activity from 250 pg/ml, with a
relative maximal at 750 pg/ml. For this reason we decided to
use this concentration for assays with the rest of the compounds.
Next, we assessed both series of quinones (Fig. 3B). Both series
inhibited TOP1-induced DNA relaxation over 50% except the
arylaminoquinones C and D, which basically showed no effect.

Activation of apoptosis in HL-60 cells. For this purpose, both
series of quinones were evaluated for their capacity to induce
apoptosis through activation of caspase-3. HL-60 cells were
incubated for 12 h with the compounds at a concentration
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equivalent to a quarter of their previously reported ICy, values
for cytotoxicity (15,17). The aim was to assay their capacity
to induce apoptosis at therapeutically relevant concentrations
(~1 umol/l). After this period, we determined the level of
activation of caspase-3 using a colorimetric method. As a posi-
tive control, we used etoposide, an agent that inhibits TOP2,
but which is known to induce apoptosis. We observed (Fig. 4)
that the compounds OH-6H (3.9 gmol/l), P4 (1.45 pmol/l) and
ADPA-1CC (2.35 pmol/l) induced caspase-3 activity signifi-
cantly over control levels: 1.8+0.4, 2.1+0.23 and 1.48+0.04
(P<0.05 vs. control) respectively, while etoposide (50 gmol/l)
increased caspase-3 activity by 3.7+0.2-fold over control.

Discussion

The usefulness of camptothecin analogs as pharmacological
tools against cancer has led to the search of other classes of
compounds that target human TOP1 activity (20). In the present
study, we confirmed the hypothesis that aza-angucyclinones
and arylaminoquinones have potential anticancer activity
through inhibition of TOP1 catalytic activity and induction
of apoptosis. Most compounds of both families inhibited the
catalytic activity of human TOP1, particularly FG-2 (75.3%
inhibition) and the compound B (92.7% inhibition). Previously,
both series of quinones showed important antiproliferative
effects, in the range 4-53 yM, in other cancer lines (15,17), but
the potential mechanisms were not studied.

Several studies show that the activation of apoptosis in
cell cultures after the administration of antitumor agents
that promote the release of cytochrome C, activation of
caspases-3, -8, -9, DNA fragmentation dependent on caspase-2
(11), or through activation of death receptors (21). The series
of quinones used in this study previously showed antitumor
activity (15,17). We observed that the compounds OH-6H
and P4, showed the highest capacity to induce activation of
caspase-3 in HL-60 cells, at 4 and 1.5 gmol/l, respectively.
Both were compared to etoposide, that increased 3.7-fold over
control caspase-3 activity (at 50 gmol/l).

Apoptosis induced by quinones has been documented.
Geldanamycin, a benzoquinone found in a strain of Streptomyces
hygroscopicus, that is able to induce arrest of the cell cycle and
apoptosis in tumor cells (22). Illudins, a class of quinone anti-
biotics, have been shown to induce apoptosis in animal tumor
models (23); and hypocrelins, polycyclic quinones derived from
Hypocrella bambusae, fungi used in Chinese traditional medi-
cine, are able to induce caspase-3 activity and apoptosis (24).
The molecular details of how angucyclinone 5-aza-analogues
and arylaminopyrimido[4,5-c]isoquinoline-7,10-quinones,
exert the inhibition of TOP1 remain to be determined.

The effect of these compounds on TOP2 activity also has to
be determined. HL-60 cells present TOP2 (25) and its contri-
bution to the process of apoptosis is unknown. For instance,
pyranonapthoquinones such as eleuterin, ventiloquinone and
thysanone and are able to inhibit TOP2 (26).

In conclusion, we present evidence that angucyclinone
5-aza-analogues and arylaminopyrimido[4,5-clisoquinoline-
7,10-quinones have the potential to inhibit TOP1 and induce
apoptosis by activation of caspase-3 in cancer cells. This group
of molecules may represent a potential pharmacological tool
in the treatment against cancer.

155

Acknowledgements

We thank Fondo Nacional de Ciencia y Tecnologia (Grant
no. 1060591) for financial support to this study.

References

1. Jemal A, Siegel R, Xu J and Ward E: Cancer statistics, 2010. CA
Cancer J Clin 60: 277-300, 2010.

2. Hanahan D and Weinberg RA: Hallmarks of cancer: the next
generation. Cell 144: 646-674,2011.

3. Nakajima Y, Miyake S, Nagai K, Kawano T and Iwai T: CPT-11
may provide therapeutic efficacy for esophageal squamous cell
cancer and the effects correlate with the level of DNA topo-
isomerase I protein. Jpn J Cancer Res 92: 1335-1341, 2001.

4. Pfister TD, Reinhold WC, Agama K, et al: Topoisomerase I levels
in the NCI-60 cancer cell line panel determined by validated
ELISA and microarray analysis and correlation with indenoiso-
quinoline sensitivity. Mol Cancer Ther 8: 1878-1884, 2009.

5. Wang JC: Cellular roles of DNA topoisomerases: a molecular
perspective. Nat Rev Mol Cell Biol 3: 430-440, 2002.

6. Johnstone RW, Ruefli AA and Lowe SW: Apoptosis: a
link between cancer genetics and chemotherapy. Cell 108:
153-164, 2002.

7. Deep G, Gangar SC, Oberlies NH, Kroll DJ and Agarwal R:
Isosilybin A induces apoptosis in human prostate cancer cells via
targeting Akt, NF-kappaB, and androgen receptor signaling. Mol
Carcinog 49: 902-912, 2010.

8. Dinicola S, Cucina A, Pasqualato A, et al: Apoptosis-inducing
factor and caspase-dependent apoptotic pathways triggered by
different grape seed extracts on human colon cancer cell line
Caco-2. Br J Nutr 104: 824-832, 2010.

9. Seda VH, Sorkun K, Ismet Deliloglu GS, Ozdal-Kurt F, Turkoz E,
Gencay O and Salih B: Propolis from Turkey induces apoptosis
through activating caspases in human breast carcinoma cell
lines. Acta Histochem 112: 546-556, 2010.

10. Wall ME and Wani MC: Camptothecin and taxol: discovery
to clinic- thirteenth Bruce F. Cain Memorial Award Lecture.
Cancer Res 55: 753-760, 1995.

11. Hua DH, Lou K, Battina SK, Zhao H, Perchellet EM, Wang Y
and Perchellet JP: Syntheses, molecular targets and antitumor
activities of novel triptycene bisquinones and 1,4-anthra-
cenedione analogs. Anticancer Agents Med Chem 6: 303-318,
2006.

12. Wang B, Perchellet EM, Wang Y, Tamura M, Hua DH and
Perchellet JP: Antitumor triptycene bisquinones: a novel synthetic
class of dual inhibitors of DNA topoisomerase I and II activities.
Anticancer Drugs 14: 503-514,2003.

13. Valderrama JA, Gonzalez MF, Pessoa-Mahana D, et al: Studies
on quinones. Part 41: synthesis and cytotoxicity of isoquinoline-
containing polycyclic quinones. Bioorg Med Chem 14: 5003-5011,
2006.

14. Valderrama JA, Leiva H, Rodriguez JA, Theoduloz C and
Schmeda-Hirshmann G: Studies on quinones. Part 43:
synthesis and cytotoxic evaluation of polyoxyethylene-
containing 1,4-naphthoquinones. Bioorg Med Chem 16:
3687-3693, 2008.

15. Valderrama JA, Colonelli P, Vasquez D, Gonzalez MF,
Rodriguez JA and Theoduloz C: Studies on quinones. Part 44:
novel angucyclinone N-heterocyclic analogues endowed with
antitumoral activity. Bioorg Med Chem 16: 10172-10181,
2008.

16. Valderrama JA, Ibacache JA, Arancibia V, Rodriguez J and
Theoduloz C: Studies on quinones. Part 45: novel 7-aminoiso-
quinoline-5,8-quinone derivatives with antitumor properties on
cancer cell lines. Bioorg Med Chem 17: 2894-2901, 2009.

17. Valderrama JA, Ibacache A, Rodriguez JA, Theoduloz C and
Benites J: Studies on quinones. Part 47. Synthesis of novel
phenylaminophenanthridinequinones as potential antitumor
agents. Eur J Med Chem 46: 3398-3409, 2011.

18. Vasquez D, Rodriguez JA, Theoduloz C, Calderon PB and
Valderrama JA: Studies on quinones. Part 46. Synthesis and
in vitro antitumor evaluation of aminopyrimidoisoquinoline-
quinones. Eur J Med Chem 45: 5234-5242, 2010.

19. Liu T, Song Y, Chen H, Pan S and Sun X: Matrine inhibits prolif-
eration and induces apoptosis of pancreatic cancer cells in vitro
and in vivo. Biol Pharm Bull 33: 1740-1745, 2010.



156

20.

21.

22.

23.

Meng LH, Liao ZY and Pommier Y: Non-camptothecin DNA
topoisomerase I inhibitors in cancer therapy. Curr Top Med Chem
3: 305-320, 2003.

Kikuchi T, Nihei M, Nagai H, Fukushi H, Tabata K, Suzuki T
and Akihisa T: Albanol A from the root bark of Morus alba L.
induces apoptotic cell death in HL60 human leukemia cell line.
Chem Pharm Bull (Tokyo) 58: 568-571, 2010.

Maloney A and Workman P: HSP90 as a new therapeutic target
for cancer therapy: the story unfolds. Expert Opin Biol Ther 2:
3-24,2002.

Pierson AS, Gibbs P, Richards J, Russ P, Eckhardt SG and
Gonzalez R: A phase II study of Irofulven (MGI 114) in patients
with stage IV melanoma. Invest New Drugs 20: 357-362, 2002.

24.

25.

26.

MONSALVE et al: INHIBITION OF HUMAN TOPOISOMERASE I BY QUINONES

Ali SM, Chee SK, Yuen GY and Olivo M: Hypocrellins and
Hypericin induced apoptosis in human tumor cells: A possible
role of hydrogen peroxide. Int ] Mol Med 9: 461-472,2002.
Chashoo G, Singh SK, Sharma PR, et al: A propionyloxy deriva-
tive of 11-keto-p3-boswellic acid induces apoptosis in HL-60 cells
mediated through topoisomerase I & II inhibition. Chem Biol
Interact 189: 60-71, 2011.

Sperry J, Lorenzo-Castrillejo I, Brimble MA and Machin F:
Pyranonaphthoquinone derivatives of eleutherin, ventiloqui-
none L, thysanone and nanaomycin A possessing a diverse
topoisomerase Il inhibition and cytotoxicity spectrum. Bioorg
Med Chem 17: 7131-7137,2009.



