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Abstract
Purpose This phase I study was performed to determine
the safety proWle, maximum tolerated dose (MTD) and bio-
logical activity of lonafarnib (SCH 66336). Single-dose and
multi-dose pharmacokinetics were conducted.
Methods Twenty-one patients with advanced solid tumors
were enrolled. Each patient received single-dose adminis-
tration on day 1, cycle 1 then switched to a twice daily
(BID) dosing regimen on days 2–14 of a 28-day cycle; sub-
sequent cycles continued BID dosing on days 1–14. Dose-
limiting toxicity (DLT) was assessed during the cycle one;
toxicity evaluation was closely monitored throughout the
treatment. Radiographic scans were completed to assess
tumor response. Blood and urine pharmacokinetics were
evaluated on days 1 and 14 in cycle 1. SCH 66336- induced
farnesylation inhibition was assessed via conversion of
prelamin A to lamin in buccal mucosa.

Results DLT and most common adverse events were diar-
rhea, fatigue, nausea and anorexia. No grade 3 or 4 hemato-
logical toxicities were observed. Nineteen of 21 patients
were evaluable for response; short-term stable disease was
observed in 5 patients. SCH 66336 systemic exposure
increased with dose; however, drug accumulation was
higher than projected. Renal excretion of parent drug was
negligible. Farnesyl transferase inhibition was detected at
the 200 and 300 mg BID doses.
Conclusion The MTD and recommended phase II dose is
200 mg BID on days 1–14 of a 28-day dosing regimen. The
plasma concentration proWle suggests the pharmacokinetics
of SCH 66336 is dose and time dependent. Farnesyl trans-
ferase target inhibition was observed at doses of lonafarnib
recommended for further study.

Keywords Lonafarnib · SCH 66336 · Phase I · 
Pharmacokinetics · Advanced solid tumors

Introduction

The Ras protein family is comprised of four highly con-
served functional ras proteins, K-Ras4A, K-Ras4B, N-ras
and H-ras. These proteins are small GTPases which function
as molecular switches transmitting extracellular growth sig-
nals downstream to the nucleus in signal transduction path-
ways that regulate cellular proliferation, diVerentiation,
migration and survival [1, 2]. Cells with ras-activating muta-
tions (primarily in codons 12, 13 and 61) are susceptible to
neoplastic transformation because cellular response to the
loss of normal mitogenic growth signals is abrogated, leading
to unregulated cellular proliferation and survival. The high
frequency of ras-activated mutations makes this gene family
an attractive target for anti-cancer therapy [1–3].
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Farneysl transferase inhibitors (FTIs) are a novel class of
anti-tumor drugs that selectively inhibit farnesylation, a
post-translational modiWcation of an isoprenyl lipid to a
number of mammalian proteins including the Ras gene
family, multiple Rheb and Rho family GTPases and centro-
meric proteins CENP-E and CENP-F [4–8]. Farnesylation
is one of the several essential enzymatic steps ras proteins
undergo to facilitate proper protein localization to the inner
surface of the plasma membrane and is essential for the
neoplastic transforming activity of Ras [1, 9–11]. This
modiWcation is sequence dependent on a tetrapeptide CaaX
motif at the carboxyl terminal (C, cysteine, a, aliphatic
amino acid, and X, serine, glycine or methionine) [12–14].
Interestingly, studies with FTIs led to the discovery that
geranylgeranyl transferase (GGTase-1) can alternatively
prenylate K-ras and N-ras isoforms in FTI-treated cells
[13–16]. However, preclinical tumor models indicate FTI-
mediated growth suppression is still achieved in models
which express activated K-ras, suggesting that other farn-
esylated proteins are important in tumor growth [17, 18].
Although the exact biological mechanisms are not fully
understood, FTIs are thought to exert anti-tumor eVects
through the inhibition of abnormal ras-mediated growth
and proliferation as well as interruption of mitotic spindle
formation during M phase [19, 20].

Lonafarnib (SCH 66336, Sarasar; Schering-Plough,
Kenilworth, NJ) is a tricyclic, orally active, CaaX-competi-
tive inhibitor which speciWcally inhibits farnesyl transfer-
ase activity in vitro with an IC50 value of 1–2 nM and
blocks protein farnesylation in cell culture with an IC50
value of 10 nM [1, 21]. Lonafarnib does not inhibit
GGTase-1 [20] and does not inhibit processing of GGTase-
II substrates in cell-based assays (unpublished data). Pre-
clinical studies have demonstrated that SCH 66336 exhibits
selective anti-cancer activity in a broad range of solid and
hematologic tumor cell lines, including those with wild
type Ras [22–25]. Moreover, mouse models show clinical
activity against human lung, prostate, pancreas, colon,
bladder and glioblastoma xenografts as well as hematologic
malignancies [23, 26].

The present study is a phase I, dose escalation trial
investigating the safety, tolerability, pharmacokinetics, and
biological activity of orally administered SCH 66336 using
a twice daily 2 week on, 2 week oV dosing schedule in
patients with advanced solid tumors.

Materials and methods

Patient selection

Patients with histological evidence of advanced solid can-
cer (no clinical evidence of central nervous or bone marrow

involvement) for which there was no established curative or
signiWcant palliative therapies were eligible for this study.
Additional eligibility criteria also included age ¸18 years;
Eastern Cooperative Oncology Group (ECOG) perfor-
mance status ·2; life expectancy ¸12 weeks; measurable
disease according to modiWed World Health Organization
criteria; no chemotherapy, biologic therapy or radiotherapy
within 4 weeks prior to the Wrst administration of SCH
66336; no residual toxicity from prior chemotherapy, bio-
logic or radiotherapy; no radiation therapy to ¸30% of
bone marrow; adequate bone marrow function deWned as
platelets ¸100 £ 109/liter (L), absolute neutrophil count
(ANC) >1.5 £ 109/L, hemoglobin ¸10 gm/dL; adequate
liver function deWned as total bilirubin ·1.5 £ upper limit
of normal (UNL), aspartate transaminase ·2.5 £ UNL;
and serum creatinine ·1.5 £ UNL. Patients were also
required be free of medical conditions which could compli-
cate ingestion or absorption of oral medications; have
received ·2 prior chemotherapy regimens for metastatic
cancer, not be pregnant or lactating (negative pregnancy
test within 24 h prior to Wrst administration of SCH 66336);
no prior nitrosoureas or mitomycin C administration; no
prior bone marrow or stem cell transplantation; no known
HIV or AIDS-related illness. This study was a single-center
study approved by the Duke Institutional Review Board
(IRB) and followed the guidelines of the Helsinki Declara-
tion. All patients provided informed written consent and
were treated at Duke University Medical Center.

Patient evaluations

All patients completed an extensive medical history and
physical examination prior to enrollment. Toxicity and
safety clinical assessments were performed weekly during
the Wrst cycle and on the Wrst day of each subsequent cycle.
More frequent evaluations were performed as clinically
indicated. Assessments included an interval history, perfor-
mance status, complete blood count (CBC) with diVerential,
electrolytes, liver function tests, serum chemistry panel,
creatinine, urinary calcium and urinalysis with microscopy,
electrocardiogram and ophthalmology examinations when
clinically indicated. Radiographic imaging by computed
tomography (or magnetic resonance imaging) was com-
pleted at baseline and every two cycles. Toxicities were
graded using the National Cancer Institute (NCI) common
terminology criteria version 1.0 for adverse events as the
study was conducted from December 1997 to April 1999
[27].

Drug administration

SCH 66336 is a crystalline solid possessing one chiral
center. The study drug was supplied by Schering-Plough
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Research Institute (Kenilworth, NJ, USA) as oral gelatin
capsules containing 25, 100 and 200 milligrams (mg). For
each dosing cohort, patients received a single dose of SCH
66336 on day 1, cycle 1 followed by a 24-h observation
period; dosing increased to twice daily on days 2 through
14 of a 28-day cycle. Cycles 2 and higher continued the
twice daily dosing regimen on days 1 through 14 of a 28-
day cycle. Study drug was administered in-house on days 1
and 14 of cycle 1 followed by pharmacokinetic sampling.
On these pharmacokinetic sampling days, study drug was
administered immediately after the patients consumed a
standardized, continental breakfast. Protocol therapy was
continued until the evidence of disease progression, unac-
ceptable drug-related toxicity occurred or discontinuation
at physician and/or patient discretion.

Dose escalation

The selection of the dosing range and the starting dose of
SCH 66336 was based on safety results of the 15 mg/kg/day
dose in preclinical 3-month rat and monkey toxicology
studies [28]. The starting dose was 25 mg twice daily
(BID). Dose escalation was not adjusted for BMI or
weight.

For initial dose escalation, 1 patient was entered per
cohort level until grade 2 toxicities were observed during
cycle 1 (28 days). At that point, a minimum of 3 patients
were enrolled to each cohort. If no DLT was observed in
the Wrst 3 patients, advancement to the next higher cohort
was permitted. However, if DLT was observed in one of the
Wrst 3 patients, then 3 more patients were recruited to that
same cohort level for a total of six patients. Advancement
to the next higher dose level occurred only if ·1 out of 6
patients experienced a DLT. If ¸2 patients in either a 3–6
patient cohort experienced a DLT, then the next 3 patients
would be enrolled at the next lowest dose level. The MTD
was deWned as the dose level immediately below that where
¸30% of patients experienced a DLT. Once the MTD was
determined, 3 additional patients were recruited to this dose
level to better deWne the safety, toxicities and clinical activ-
ity of the regimen (maximum total of 6 patients). There was
no intra-patient dose escalation.

DLT was deWned as ¸Grade 3 neutropenia or thrombo-
cytopenia, Grade 4 anemia, serum creatinine elevation ¸2
times the upper limit of normal and the occurrence of
Grade ¸3 non-hematology toxicities except for nausea,
vomiting, fever (in the absence of an infection) or alopecia.
Grade ¸3 vomiting was only considered DLT when the
toxicity persisted despite the use of adequate supportive
care measures.

Dose interruption up to 3 weeks and 1 dose reduction
due to toxicity was permitted for patients who were clinically
beneWting.

Pharmacokinetic studies

Pharmacokinetic sampling was performed in cycle 1 to
measure SCH 66336 concentrations. Five mL blood sam-
ples were collected in sodium heparin tubes and centrifuged
at approximately 3000 RPM for 15 min at 10°C. The
plasma was divided into equal aliquots of at least 1 mL,
transferred to cryogenic tubes and frozen at ¡70°C until
assayed. On day 1, samples were collected immediately
before the Wrst dose of SCH 66336 (predose sample) and
0.5, 1, 1.5, 2, 3, 4, 6, 8, 12, 16, 20, and 24 h post-dose. On
day 13, a blood sample was obtained immediately before
the evening dose; on day 14, blood samples were collected
at 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12 and 24 h post-dose. The 12 h
post-dose samples were collected before the evening dose.
Plasma concentrations were determined using a validated
liquid chromatography with tandem mass spectrometric
detection assay. The lower limit of quantitation was 1.0 ng/mL
plasma.

On day 14, urine samples were collected before the
morning dose and then in block intervals of 0–6 and 6–12 h
post-dose; samples were refrigerated during each collection
period. The volume of each block interval was recorded.
Two 25 mL samples were taken from each block interval
and frozen at ¡70°C until assayed. Urine samples were
analyzed using a validated liquid chromatography with tan-
dem mass spectrometric detection assays. The lower limit
of quantitation was 2.0 ng/mL urine.

Individual patients’ SCH 66336 concentration, time
proWles were analyzed using non-compartmental methods
[29]. The maximum plasma concentration (Cmax), predose
plasma concentration and time of maximum plasma con-
centration (Tmax) were reported as observed values. The ter-
minal phase rate constant (K) was calculated as the negative
slope of the log-linear terminal portion of the plasma con-
centration–time curve using linear regression. The terminal
phase half-life, t½, was calculated as 0.693/K. The area
under the plasma concentration–time curve from time 0 to
12 h post-dose [area under curve (AUC) (0–12 h)] and from
time 0 to the time of Wnal quantiWable sample [AUC (tf)]
was calculated using the linear trapezoidal method. The
accumulation index (R) was described by the following
equation: R = AUC(0–12 h) day 14/AUC(0–12 h) day 1. The
apparent volume of distribution was calculated: Vdarea/F =
[Dose/AUC (I)]/K.

Pharmacodynamic studies

Buccal mucosa samples were collected for prelamin A
analysis on day 1 prior to study drug administration and
again on day 14 approximately 12 h after the previous dose
was taken. Buccal sample processing and immunohisto-
chemical methods have been previously described [30].
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BrieXy, with each batch of buccal smears, A549 lung can-
cer cells treated with diluent or SCH66336 were included
as negative and positive controls, respectively. Samples
Wxed in acetone and blocked as previously described were
reacted with anti-rabbit prelamin A and mouse anti-lamin
followed by Xuorochrome-labeled secondary antibodies
and examined on a Zeiss LSM310 confocal microscope.
Sensitivity of the photomultiplier tubes was adjusted so that
the signal for prelamin A in diluent-treated A549 cells was
just below the limit of detection, a result consistent with the
appearance of the specimens by conventional Xuorescence
microscopy. With the sensitivity of the confocal micro-
scope Wxed at this level, all other specimens were then
examined in the conventional and laser scanning modes.
When images were subsequently imported into Adobe
Photoshop, any adjustments to brightness or contrast were
applied identically to paired samples harvested before and
after therapy. Multiple images from the same patient

stained and imaged at the same time were then imported
into Canvas 8.0 to assemble the Wnal Wgure.

Results

Patient characteristics are summarized in Table 1. Twenty-
one patients (11 men and 10 women) with a median age of
58.7 years (range 40–77 years) were enrolled onto the
study. The median number of treatment cycles administered
per patient was 2 (range 1–5 cycles); 2 patients completed
less than 14 days of study drug therapy. All primary tumor
types were either colorectal or pancreatic cancer except for
one patient. Nineteen of 21 were available for toxicity and
tumor response.

The dose escalation schema and corresponding DLTs are
listed in Table 2. Dose escalation was based on safety and
tolerability of the investigational drug. Due to minimal
study drug-related toxicity, one patient was enrolled in each
of the lower dosing cohorts 25, 50 and 100 mg BID. One
DLT (grade 3 diarrhea) was observed in one of the Wrst
three patients enrolled at 200 mg BID which triggered the
enrollment of additional 3 patients to this cohort. At the
300 mg BID dose, 2 DLTs (grade 3 fatigue, nausea and
anorexia) were observed during cycle 1, and as a result, the
dose was de-escalated to 200 mg BID and MTD was con-
Wrmed.

Treatment-related toxicities are summarized in Table 3.
There were no grade 3 or 4 hematological toxicities
observed at any dose level; the highest treatment-related
hematological toxicity was one grade 2 neutropenia in the
200 mg BID dosing cohort.

The non-hematological toxicities were primarily gastro-
intestinal (GI)-related and consisted of anorexia, diarrhea,
and nausea and vomiting; these were consistently observed
across the 200- and 300-mg dosing cohorts. Most patients
experienced grade 2–3 fatigue concomitantly with the GI
toxicities. Supportive measures such as anti-emetics and
anti-diarrheal were provided to help manage these toxici-
ties. Other treatment-related adverse events included
pain, abdominal pain, cramping and swelling and consti-
pation. Three patients reported grade 1 diYculty with balance.

Table 1 Patient characteristics Characteristics No. of 
patients

Total Patients 21

Gender

Male 11

Female 10

Age (Years)

Median 59

Range 41–77

ECOG Performance Status

Median 1

Range 0–1

Number of Prior Treatments

0 0

1–2 14

3 3

¸4 3

Primary Tumor Type

Colorectal 12

Pancreas 8

Renal Cell 1

Table 2 Dose escalation 
scheme and dose-limiting 
toxicity events

Cohort 
level

SCH66336 
mg BID

No. of 
subjects

No. of dose-limiting 
toxicity events

Dose-limiting 
toxicity

1 25 1 0

2 50 1 0

3 100 1 0

4 200 11 1 Grade 3 diarrhea

5 300 7 2 Grade 3 nausea, fatigue 
and anorexia (2)
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Two patients one at 200 mg BID and another at the 300 mg
BID experienced transient moderate elevation of liver
enzymes. One patient at the 200 mg BID reported blurred
vision that was not present during screening, but no other
ophthalmologic changes were noted.

No partial or complete responses were observed. Five
patients had stable disease for 4–5 months, including
patients in the 50, 200, and 300 mg BID doses. Two deaths,
both attributed to disease progression, occurred while
patients were on the study and were not considered related
to protocol therapy; these included a patient at 25 mg BID
and another at 200 mg BID.

Pharmacokinetic studies were performed on all patients,
although plasma concentration values for day 14 were
missing for 3 patients (2 at 200 mg BID and 1 at 300 mg
BID). A summary of the single and twice daily pharmaco-
kinetic parameters is listed in Table 4. The mean plasma
SCH 66336 concentrations for day 1 are illustrated in
Fig. 1a. SCH 66336 was slowly absorbed following oral
administration of SCH 66336 capsules with food. Peak
concentration values on the Wrst dose typically occurred at
6–8 h; the elimination half-life following single-dose
administration ranged from 3 to 7 h. Apparent oral clear-
ance values reXected a high degree of inter-patient variabil-
ity. Mean systemic exposure (Cmax and AUC) increased
with dose (Fig. 1b); however, there was a trend toward
reduced CL/F at the higher dose levels. SCH 66336 accu-
mulated in plasma following twice daily oral administration
under the fed state; the accumulation indices ranged from 2

to 4. These values were substantially higher than the pre-
dicted accumulation rate (1.1–1.4) based on the 3–7 h half-
life observed on the Wrst dose. Only a small amount of SCH
66336 was renally excreted, accounting for <0.04% of the
dose in the 12-h dosing interval.

Pharmacodynamic studies were conducted on buccal
mucosa samples to assess the farnesylation-dependent con-
version of prelamin A to lamin. Accumulation of prelamin
A after treatment with SCH 66336 is illustrated in Fig. 2.
At the 200 mg BID dose level, 2 of the 3 samples analyzed
(66.7%) showed prelamin A accumulation. At the 300 mg
BID level, 5 of the 6 samples analyzed (83%) showed prel-
amin A accumulation; the only subject in this cohort who
was negative had been dose reduced to 100 mg BID.

Discussion

Preclinical studies suggest that SCH 66336 induces potent
anti-tumor activity through selective inhibition of farnesyla-
tion, which is an important mechanistic step for ras-dependent
oncogenic transformation [1, 12]. We have conducted a
Phase I open label, dose escalation study evaluating the
safety proWle, tolerability, MTD and pharmacokinetics and
pharmacodynamics of this investigational drug using an
oral BID 2 weeks on/2 weeks oV dosing regimen. The
MTD for this present study is 200 mg BID and is consistent
with previously reported studies [31–33]. Overall, SCH66336
seemed to have an adverse event proWle in this patient

Table 3 Treatment-related Adverse Events (Highest grade per patient)

* Subject died 37 days after receiving last study drug dose

25 mg BID* (n = 1) 50 mg BID (n = 1) 100 mg BID (n = 1) 200 mg BID (n = 11) 300 mg BID (n = 7)

CTC grade n (%) n (%) n (%) n (%) n (%)

1–2 3–4 1–2 3–4 1–2 3–4 1–2 3–4 1–2 3–4

Hematologic

Hemoglobin 1 (100) 0 0 0 0 0 3 (27) 0 4 (57) 0

Thrombocytopenia 0 0 0 0 0 0 2 (18) 0 2 (28) 0

Neutropenia 0 0 0 0 0 0 2 (18) 0 1 (14) 0

Non-hematologic

Diarrhea 0 0 0 0 0 0 6 (54) 2 (18) 5 (71) 0

Fatigue 0 1 (100) 1 (100) 0 1 (100) 0 8 (72) 2 (18) 4 (57) 2 (18)

Anorexia 1 (100) 0 1 (100) 0 1 (100) 0 6 (54) 1 (9) 2 (18) 1 (14)

Nausea 1 (100) 0 1 (100) 0 1 (100) 0 9 (82) 1 (9) 4 (57) 2 (18)

Vomiting 1 (100) 0 1 (100) 0 1 (100) 0 3 (27) 0 1 (14) 0

Constipation 1 (100) 0 0 0 0 0 3 (27) 0 1 (14) 1 (14)

Abdominal pain/cramping 0 1 (100) 0 0 0 0 2 (18) 1 (9) 1 (14) 0

Dehydration 0 0 0 0 0 0 1 (9) 0 0 1 (14)
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population that would be amenable to chronic administra-
tions. Adverse events were primarily non-hematologic.
The most frequent toxicity was fatigue which often pre-
sented with nausea, diarrhea, vomiting and anorexia.
Hematological toxicities were very minimal with only
one grade 2 neutropenia. Stable disease as best radio-
graphic response was observed in 5 patients and lasted
4–5 months in duration. There were two patient deaths
during the study due to disease progression that were not
considered study related.

The pharmacokinetic proWle suggests single and twice
daily SCH 66336 administrations may be dose dependent,
time dependent and variable, which has also been observed
in other studies [32, 33]. SCH 66336 was slowly absorbed
with food and displayed a corresponding lag time of 1–2 h,
independent of single or twice daily drug administration.
Accumulation of the drug on day 14 was higher than antici-
pated from day 1 pharmacokinetics. Additionally, the AUC
(0–12 h) values after twice daily administration on Day 14
were higher than the corresponding AUC(I) values after
single dose (Day 1) which also suggests non-linear pharma-
cokinetics. The etiology of this phenomenon is unclear, but
could be related to either a time-dependent change in drug

metabolism and/or absorption. The negligible renal clear-
ance compared to the total body clearance indicates that
renal excretion is not a major elimination pathway for SCH
66336.

Processing of prelamin A to mature lamin A is known to
require farnesylation of prelamin A. Therefore, accumula-
tion of prelamin A in cells was evaluated in buccal mucosal
cells as a potential marker for farnesyl transferase inhibi-
tion. Sample analysis was available for the second half of
the study; therefore, only cohorts 200 and 300 mg BID
were available for prelamin A detection. Although there
was no correlation between prelamin A accumulation and
minimum plasma concentrations for twice daily dosing, our
results indicate clinically attainable levels of farnesyl trans-
ferase inhibition are feasible.

In conclusion, the MTD/RPTD for this phase I trial is
200 mg twice daily on days 1–14 of a 28-day dosing
regimen. Our results suggest oral SCH 66336 mono-
therapy possesses a tolerable adverse event proWle and
may achieve concentrations which interfere with farnesyl
transferase-dependent processes. Other Phase I SCH
66336 dose-Wnding studies have been conducted; twice
daily dosing for SCH66336 has been found tolerable in

Table 4 Summary of SCH 66336 pharmacokinetic dataa

Cmax Peak plasma concentration, Tmax Time to peak concentration, AUC Area under the plasma concentration–time curve, t1/2 Terminal phase half-
life, tf Time of quantiWable sample, CL/F Apparent total body clearance, R Accumulation index

NA Not applicable, sample size <3
a  Mean values § coeYcient of variation expressed as a percentage (%)
b  median value (range)
c  n = 9
d  n = 1

25 mg (n = 1) 50 mg (n = 1) 100 mg (n = 1) 200 mg (n = 11) 300 mg (n = 7)

Single-dose administration, cycle 1, day 1 only

Cmax (ng/mL) 26.5 (NA) 22.9 (NA) 461 (NA) 1,170 (57) 1,759 (52)

Tmax
b (h) 8 (NA) 6 (NA) 6 (NA) 6 (2–24) 8 (4–12)

AUC (0–12h) ng–h/mL 176 (NA) 116 (NA) 4,069 (NA) 6,673 (58) 13,092 (54)

AUC (0–24 h) ng–h/mL 276 (NA) 138 (NA) 5,958 (NA) 11,575 (66) 21,572 (52)

t1/2 (h) 3.81 (NA) 3.09 (NA) 7.18 (NA) 5.81c (31) 7.14 (21)

tf (h) 24 (NA) 20 (NA) 24 (NA) 24 (0) 24 (0)

CL/F (mL/min) 1,444 (NA) 5,872 (NA) 243 (NA) 423c (63) 301 (95)

Vd area/F(L) 476 (NA) 1,570 (NA) 152 (NA) 213c (73) 171 (77)

25 mg (n = 1) 50 mg (n = 1) 100 mg (n = 2) 200 mg (n = 9) 300 mg (n = 5)

Twice daily administration, Cycle 1, Day 14

Cmax (ng/mL) 59.1(NA) 38.2 (NA) 784 (NA) 2,780 (67) 3,868 (35)

Tmax
b (h) 2 (NA) 4 (NA) 6 (NA) 4 (0–12) 0 (0–6)

AUC (0–12h) ng–h/mL 274 (NA) 298 (NA) 6,221 (NA) 25,589 (73) 35,821 (27)

tf (h) 12 (NA) 12(NA) 12 (NA) 12 (0) 12 (0)

CL/F (mL/min) 1,521 (NA) 2,796(NA) 273 (NA) 179 (53) 150 (32)

Accumulation or R 1.56 (NA) 2.57(NA) 1.73d (NA) 3.89 (34) 2.51 (25)
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monotherapy and in combination with other chemother-
apy agents in multiple tumor types [34–37]. SCH 66336 in
combination with chemotherapy agents is being evalu-
ated in tumor types not typically associated with Ras
mutations, such as breast, ovarian, head and neck, non-
small cell lung cancer, hematologic malignancies and

brain [36, 38–41]. Thus, farnesyl transferase inhibition
and the inhibition of other prenyltransferases such as
geranylgeranyl transferase and Rab geranylgeranyl trans-
ferase in tumors with mutated and wild-type Ras and other
relevant prenylated targets remain an area of ongoing
interest [36, 38–41].

Fig. 1 Mean plasma SCH 66336 concentrations versus time. a Days 1 and 14, b Individual Cmax and AUC Values of SCH 66336 on day 14
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accumulation after 
treatment with SCH 66336
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