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Abstract — Administration of 3 type KGCs [recombinant human granulocyte colony-stimulating factor (thG-
CSF)] to mice with cyclophosphamide (CPA)-induced neutropenia for 4 consecutive days from the day after
the CPA dosing (100 mg/kg) resulted in a dose dependent increase in the peripheral blood neutrophil count 6
hours after the final KGC injection. Within the KGC dose range of 0.1 to 40 ug per mouse per day, there was
a sigmoidal relationship between the logarithm of the dose and the peripheral blood neutrophil count (relative
value for neutrophil count of the basal dose) in the treated mice. The sigmoidal relationship of test KGC
preparations shows that there is a saturation point in terms of efficacy. Compared with effect of KGC-Orange,
Green, and Blue, KGC-Orange recovers neutrophils more effectively than the others do.
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Fig. 1. Change of neutrophils by KGC-Orange on C57BL/6N
mice treated with 3 different doses subcutaneously, CPA mice
received single intraperitoneal injection of CPA (100 mg/kg)
on day 0 and control micc received vehicle solvent. Blood
samples were obtained 6 hours after each injection and 30
hours afler the injection on day 4. Each point represents the
mean of 5 mice with the SD indicated by error bars. *: P<
0.003, #: P<0.01 as compared with the control mice.
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Fig. 2. Change of neutrophils by KGC-Green on C57BL/6N
mice treated with 3 different doses subcutancously. CPA mice
received single intraperitoneal injection of CPA (100 mg/kg)
on day 0 and control mice received vehicle solvent. Blood
samples were obtained 6 hours after each injection and 30
hours after the injection on day 4. Each point represents the
mean of 5 mice with the SD indicated by error bars. *: P«
0.005, #: P<0.01 as compared with the control mice.
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Fig. 3. Change of neutrophils by KGC-Blue on C57BL/6N
mice treated with 3 different doses subcutaneously. CPA mice
received single intraperitoneal injection of CPA (100 mg/kg)
on day 0 and conirol mice received vehicle solvent. Blood
samples were obtained 6 hours after each injection and 30
hours after the injection on day 4. Each point represents the
mean of 5 mice with the SD indicated by error bars. *: P<
0.005, # P<0.01 as compared with the control mice.
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Fig. 4. Recovery from CPA-induced neutropenia, Mice received
single intraperitoneal injection of CPA (100 mgkg) on day O.
Beginning 24 hours later, mice were injecled subcutaneously daily
for 4 days. Blood samples were obtained 6 hours after each
injection and 30 hours after the injection on day 4. Each point
represents the mean of 5 mice with the SD indicated by error bars.
*: P<0.005, #: P<0.01 as compared with the control mice.
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Fig. 5. Recovery from CPA-induced neutropenia. Mice received
single intraperitoneal injection of CPA (100 mg/kg) on day O.
Beginning 24 hours later, mice were injected subcutaneously daily
for 4 days. Blood samples were obtained 6 hours after each
injection and 30 howrs after the injection on day 4. Each point
represents the mean of 5 mice with the SD indicated by error bars.
*: P<0.005, #: P<0.01 as compared with the control mice.
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Fig. 6. Recovery from CPA-induced neutropenia. Mice received
single intraperitoneal injection of CPA (100 mg/kg) on day O.
Beginning 24 hours later, mice were injected subcutancously
daily for 4 days. Blood samples were obtained 6 hours after each
injection and 30 hours after the injection on day 4. Each point
represents the mean of 5 mice with the SD indjcated by error
bars. *: P<0.005, #: P<0.01 as compared with the control mice.
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Fig. 7. Dose-related rise in peripheral blood neutrophils in
CPA-treated mice. CPA-induced neutopenic mice were given
various doses of KGC-Orange for 4 consecutive days from
the day after exposure to CPA. Blood samples were obtained 6
hours after the last dose of KGC-Orange. Each point represents
the relative value, the mean of five mice divided to the mean
of 0.005 ug/mouse/day, with the SD indicated by error bars.
Short dash indicates regression curve by sigmoidal fitting.
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Fig. 8. Dose-related rise in peripheral blood neutrophils in
CPA-treated mice. CPA-induced neutopenic mice were given
various doses of KGC-Green for 4 consecutive days from the
day after exposure to CPA. Blood samples were obtained 6
hours after the last dose of KGC-Green. Each paint represents
the relative value, the mean of five mice divided to the mean
of 0.005 ug/mouse/day, with the SD indicated by error bars.
Short dash indicates regression curve by sigmoidal fitting.
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Fig. 9. Dose-related rise in peripheral blood neutrophils in
CPA-treated mice. CPA-induced neutopenic mice were given
various doses of KGC-Blue for 4 consecutive days from the
day after exposure to CPA. Blood samples were obtained 6
hours after the last dose of KGC-Blue. Each point represents
the relative value, the mean of five mice divided to the mean
of 0.005 ug/mouse/day, with the SD indicated by error bars,
Short dash indicates regression curve by sigmoidal fitting.
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