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Metastatic phase lll, RCT Efficacy 1.5 mg/m? by
ovarian cancer 226 pts/ ORR: 21% , CRR: 5%, PRR: 16% IV infusion
after disease had recurrent MDR: 25.9 weeks over 30
progression on or | ovarian cancer after | mPFS: 18.9 weeks minutes daily
after initial or a platinum- mOS: 63 weeks for
subsequent containing regimen | ADR: :
) consecutive
chemotherapy, as | or had not Grade 3: leukopenia (50.9% ), _
: : days, starting
a single agent responded to at neutropenia (15.3%),
least one prior thrombocytopenia (24.3%), onDay 1ofa
J Clin Oncol. 1997 platinum- anemia (36.9%) 21-day cycle
Jun15(6):2183-93. | ontaining Grade 4: leukopenia (33.6%),
regimen. neutropenia (79.3%),

thrombocytopenia (25.2%),
anemia (3.6%)

Grade 3/4: nausea (9.8%),
vomiting (9.9%), fatigue (8.0%),
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constipation (5.4%), fever (0.9%),
stomatitis (0.9%), dyspnea (6.3%),
asthenia (5.4%), arthralgia (0.9%)

small cell lung
cancer (SCLQC)
platinum-
sensitive disease
who progressed
at least 60 days
after initiation of
first-line

phase Ill, RCT

211 pts/

patients with small-
cell lung cancer
(SCLC) who had
relapsed at least 60
days after
completion of first-

Efficacy
ORR: 24% , CRR: 0%, PRR: 24%

MDR: 14.4 weeks

mPFS: 13.3 weeks

mOS: 25.0 weeks

ADR

Grade 3/4: leukopenia (31.7-
54.8%), neutropenia (18.3%-

1.5 mg/m? by
intravenous
infusion over
30 minutes
daily for 5
consecutive
days, starting
on Day 1 of a

chemotherapy, as | line therapy. 70.2), thrombocytopenia (28.8%),
a single agent anemia (39.4%) 21-day cycle
J Clin Oncol. 1999 Grade 3/4: nausea (3.7%),
Feb;17(2):658-67. vomiting (1.9%), diarrhea (0.9%),
fatigue (4.7%), fever (1.9%),
anorexia (0.9%), stomatitis (1.8%)
Stage IV-B, phase Ill, RCT Efficacy cisplatin 50
recurrent, or 356 pts with ORR: 27% mg/mz every
persistent cervical | histologically CRR: 10% 3 weeks
cancer which confirmed, PRR: 16% (CPT);
is not amenable | advanced (stage mPFS: 4.6 months cisplatin 50
to curative IVB) recurrent or mOS: 9.4 months >
. . . mg/m* day 1
treatment, in persistent Toxicity
combination with | carcinoma of the Grade 3/4: leukopenia (24-39%), plus
cisplatin uterine cervix who | granulocytopenia (24%-46%), topotecan
were unsuitable thrombocytopenia (24%), 0.75 mg/m*
J Clin Oncol. 2005 Jul | candidates for anemia (32%), anemia (7%) days 1to3

20;23(21):4626-33.

curative treatment
with surgery and/or
radiotherapy

every 3 weeks
(CT)

* ORR: overall response rate; CRR: complete response rate; PRR: partial response rate; MDR: the median

duration of response; mPFS: medium progression free survival; mOS: median overall survival ;
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Randomized controlled trial
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> BUEEAZEEISHEE .
B AEEBERZE(CrCl) 240 mL/minute : AEZAREH =
B LEEETBFRE(CrCl) 20 to 39 mL/minute : FEZE 0.75 mg/m2/dose
m ALEEDEBRZE(CrCl) <20 mL/minute : AEREZEEIE - F/VOFER(use
with caution)
> MINgEAZHERE RS S BREERE SR
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> MR BESM (Hematologic toxicity) : BIBEHIREE 3 ARENEE 4 AR[EH R
o>~ M/NRORD - TEBREAZE Z A - 9BEHRANMKERIEEIE -

Bl{FH

R=38

<500/mm?)

(Platelets
<25,000/mm°)

Grade 4:EhEgMmEk |B ESHEMIKEN  ERRRFEEREZZR 1.25
&N (Neutrophils :

mg/m?/day - Fl cisplatin 1 FAREEEHIEZE 0.6
mg/m?/day 5 0.45 mg/m?/day - IR FRE—T

Grade 4 : M/MRET topotecan € E/> 24 /NI4T G-CSF -

B MRET  EREEEHEE 125 mg/mYday - A
cisplatin #f B FEEI £ Z 0.6 mg/m?/day =k 0.45
mg/m?/day °

> &% (Pulmonary toxicity) :

Bl {EH BRI

BB MM % (interstitial lung disease) KANFEE
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Nt
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M HIFH

» Substrate of BCRP/P-gp (major)
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Camptothecin
5 ki 3 5 I
D =
3 5 3’ 5t
DNA-associated Stabilization of the
topoisomerase | cleavable complex

31
. . ol ™ e
3’ " 3 .
Interaction between the 5’ Double-strand DNA 5

cleavable complex and break
DNA replication fork

https://oncohemakey.com/topoisomerase-inhibitors-camptothecins-anthracyclines-and-
etoposide/

Ref. Kollmannsberger C, Mross K, Jakob A, Kanz L, Bokemeyer C. Topotecan - A novel
topoisomerase | inhibitor: pharmacology and clinical experience. Oncology. 1999;56(1):1-12.
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Ref.

Topoisomerase 1 binds to one
DNA strand and cuts it
(cleavage reaction)

®

The intact strand of DNA passes
through the nick, resulting in the
relaxation of the torsional strain

@

Toplosomerase 1 reseals the broken
strand (religation step) and dissociates
from the DNA molecule
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