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Summary CP-4126 is a gemcitabine (2′,2′-difluorodeoxy-
cytidine; dFdC) 5′ elaidic acid ester. The purpose of this
dose-escalating study was to assess safety, pharmacokinetics
(PK) and preliminary antitumor activity of the oral formu-
lation and to determine the recommended dose (RD) for
phase II studies. The study had a two-step design: a non-
randomized dose-escalating step I with oral CP-4126 alone,
followed by a randomized, cross-over step II that compared
oral CP-4126 with dFdC i.v.. CP-4126 was given on days
1,8,15 in a 4-week schedule with increasing doses until the
RD was established. 26 patients with different solid tumours
were enrolled in step I at seven dose levels (100–
3,000 mg/day). The most frequent drug-related AEs were
fatigue and dysgeusia, the majority being grade 1–2. One
patient experienced a dose limiting toxicity after one dose of
CP-4126 at 1,300 mg/day (ASAT grade 3). PK of CP-4126
could not be determined. The metabolites dFdC and dFdU
obeyed dose-dependent pharmacokinetics. Exposures to
dFdC were about ten-fold lower compared to exposures after

comparable doses of dFdC i.v.. Nine patients reached stable
disease as best response, whereby in one patient with vaginal
carcinoma a 25 % reduction of tumor volume was reached.
This study demonstrates that CP-4126 can be safely adminis-
tered orally to patients up to 3,000 mg/day in a d1,8,15 q4w
schedule with a tolerable safety profile. CP-4126 acts as a
prodrug for dFdC when given orally, but because of the poor
absorption and the rapid pre-systemic metabolism the study
was terminated early and no RD could be determined.
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Introduction

CP-4126 is a gemcitabine (2′,2′-difluorodeoxycytidine;
dFdC) 5′ elaidic acid ester. dFdC is a nucleoside analogue
used in the treatment of patients with various solid tumors,
including non-small cell lung cancer and pancreatic carci-
noma [1]. dFdC is currently formulated as an i.v. solution
and usually administered as 30-minute infusion at a dose of
1,000 to 1,250 mg/m2 on days 1 and 8 of a 21-day or days 1,
8, and 15 of a 28-day cycle. dFdC is a hydrophilic com-
pound, which needs to be actively transported into cells by
human equilibrative and concentrative nucleoside transport-
ers (hENT and hCNT) to exert its anticancer activity with
hENT1 being the primary transporter [2]. A mechanism of
resistance to dFdC is a decreasing transport activity of
nucleosides across the cell membrane [2–4].

When dFdC has been transported into the cell, it is
phosphorylated by deoxycytidine kinase (dCK) to its active
diphosphate and triphosphate forms (respectively dFdCDP
and dFdCTP) [3, 5]. dFdCDP slows the synthesis and repair
of DNA by inhibition of ribonucleotide reductase [6], which
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also subsequently leads to an increase in dCK activity. The
other active form, dFdCTP, competes with deoxycytidine-
triphosphate for incorporation into DNA, thereby inhibiting
DNA polymerase and preventing the activity of DNA repair
enzymes [7] (see Fig. 1). At high concentrations, it also
directly inhibits deoxycytidine monophosphate deaminase,
resulting in decrease in gemcitabine catabolism [8]. The main
metabolite of dFdC, 2′,2-difluorodeoxyuridine (dFdU), is
formed by deoxycytidine deaminase, which is present at high
levels in plasma, red blood cells and liver [9, 10].

Besides the general advantages of an intravenous-to-oral
switch in anticancer chemotherapy [11], oral gemcitabine has a
potential to be applied on a low-dose metronomic treatment
regime [12, 13]. Several preclinical studies have shown that
gemcitabine has anti-tumor and anti-angiogenic properties when
used chronically and continuously at low-daily dose [14, 15].

There are two previously published clinical studies with
an oral dosage form of gemcitabine, one of which with oral
administration of gemcitabine itself [16]. This study was
terminated because of high presystemic conversion of dFdC
to dFdU and accompanying accumulation of dFdU, which
most likely contributed to severe liver toxicity. The second
dosage form tested orally was the prodrug LY2334737,
which was designed to overcome the pre-systemic deami-
nation of gemcitabine during first pass metabolism [17].
LY2334737 has valproic acid bound to the metabolically
unstable amine group and is therefore considered not to be a
substrate for deaminase [18].

CP-4126 was originally developed as an intravenous
formulation. It was synthesized in order to improve the
clinical activity of gemcitabine [19]. An elaidic fatty acid
(trans-9-octadecenoic fatty acid) was esterified at the 5′po-
sition of dFdC, which gives CP-4126 two advantages over
dFdC. The first advantage is that unlike dFdC, CP-4126 can
traverse cell membranes by passive diffusion, followed by
intracellular conversion to gemcitabine by esterases. This
means that uptake of CP-4126 in the cell is independent of
nucleoside transporters and thereby relatively independent
of multidrug resistance mechanisms mediated by down reg-
ulation of hENT and hCNT expression [20]. Since hENTcan
operate as export as well as uptake transporters, the clinical
activity could be improved by cellular accumulation and
prolonged retention of the active metabolites [21]. Secondly,
like LY2334737, CP-4126 appears not to be a substrate for
deaminase [20], although the fatty acid is bound to the 5′
position of dFdC and not to the metabolically unstable
amine group. In a preclinical study in dogs, CP-4126 could
be given orally, where it acts as a prodrug for gemcitabine
with a high apparent systemic availability of dFdC [20].
Because of these potential advantages, the aim of this study
was to explore whether oral CP-4126 is a prodrug of dFdC
and whether it is possible to achieve pharmacologically
significant systemic exposure to dFdC after oral administra-
tion of CP-4126.

In this dose escalation phase I study, patients with ad-
vanced solid tumors were treated with oral CP-4126. The
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primary objective was to determine the recommended dose
for phase II studies (RD) of oral CP-4126. The secondary
objectives were to determine the safety, pharmacokinetics
(PK) of CP-4126, dFdC and dFdU, and preliminary anti-
tumor activity of the oral formulation.

Patients and methods

Eligibility

Patients with histologically or cytologically confirmed lo-
cally advanced or metastatic solid tumors, for whom there
remained no known effective treatment, were eligible.
Patients with symptomatic brain metastases were excluded.
Patients needed to be 18 years of age or older and have a
performance status 0–2 according to the Eastern Coopera-
tive Oncology Group (ECOG) Performance Status (PS)
Scale. The life expectancy needed to be be longer than
3 months and the bone marrow, haematological and biolog-
ical functions had to be adequate (neutrophil count of ≥1.5 *
109/L, platelets of ≥100 * 109/L, and hemoglobin of ≥10 g/dL;
alanine transaminase (ALT) and aspartate transaminase (AST)
≤2.5 times institutional upper limit of normal (ULN) (if
liver metastases, AST/ALT ≤5 times ULN and alkaline
phosphatase ≤2.5 times ULN), bilirubin of ≤1.5 times of
the ULN (liver metastases: ≤ 2 times of the ULN); serum
creatinine ≤1.5 of the upper limit of the ULN). Main exclusion
criteria were current peripheral neuropathy of grade 1 or
higher, mucositis of the upper digestive tract, or if the patient
had received previous anticancer therapy (chemotherapy, hor-
monal therapy or immunotherapy) within 30 days prior to the
first dose of oral CP-4126 (6 weeks for mitomycin C and
BCNU (= carmustine) and CCNU (=lomustine)). Also radio-
therapy to more than 30 % of bone marrow or single dose
radiation up to 8 Gy, less than 1 week prior to the study
treatment or to the upper GI tract was an exclusion criterion.
The study protocol was approved by the local Medical Ethics
Committee and all patients had to give written informed
consent.

Drug formulation

For the purpose of oral administration, CP-4126 was solu-
bilised in a lipid-based formulation and encapsulated in non-
gelatine hard-shell capsules for oral application. The capsu-
les were provided by Clavis Pharma in two strengths:
100 mg and 250 mg.

Study design and treatment schedule

This phase I study was a first-in-human, non-randomized,
multicentric, open-label, dose escalation study of oral CP-

4126 as monotherapy. CP-4126 capsules were administered
once a day on days 1,8,15 in a 4-week schedule (d1,8,15
q4w). CP-4126 capsules were taken in fasting conditions
(i.e., in the morning, at least 2 h after and at least 1 h before
food intake) since the effect of food on the pharmacokinetics
of the drug was unknown. The starting dose was 100 mg.
Three to six patients were enrolled at each dose-level (DL),
according to predefined dose escalation decision rules.
The doses were increased based on safety evaluations
per dose-level. The dose limiting toxicities (DLTs) were
defined as any of the following events occurring during
the first treatment cycle and related to study treatment:
non-hematologic AE of CTCAE grade ≥3 (excluding
alopecia), nausea and vomiting (only after adequate
systemic antiemetic medication), neutropenia CTCAE
grade 4 (i.e., neutrophils <0.5×109/L, lasting ≥5 days),
febrile neutropenia, (i.e., neutrophils <1.0×109/L with fever
at least 38.5 °C), thrombocytopenia CTCAE grade 4 and
treatment delay >1 week/cycle due to treatment related toxic-
ity. The RD was defined as the highest DL where ≤1 of 6
patients experience a DLT.

Safety evaluation and treatment adjustments

Pre-treatment evaluation included a complete medical his-
tory, physical examination, ECG, vital signs, performance
status, assessment of adverse events using CTCAE v3.0, the
use of concomitant medications, pregnancy test, laboratory
assessment of hematology, serum chemistry and urinalysis
and a tumor assessment. Before each administration a phys-
ical examination, assessment of adverse events and notation
of concomitant medication were repeated and hematology
and serum chemistry were checked.

The next treatment cycle was allowed to be delayed for a
maximum of 1 week (maximum duration of 5 weeks per
cycle), and at least five out of the six dose administrations
had to be given during the previous two cycles. In cases
where subsequent treatment cycles were delayed for more
than 1 week or if the patient had received less than five dose
administrations within the previous two cycles the patient
was withdrawn from the study. If the patient was obtaining
clinical benefit and was able to continue treatment at a dose-
level decided upon by the investigator, in agreement with
the sponsor and the Project Medical Advisor (PMA), the
patient was allowed to continue if in his/her best interest.

If a patient had experienced a DLT, further treatment was
allowed at a lower dose if the patient fulfilled the inclusio-
n/exclusion criteria, the investigator expected clinical bene-
fit from further treatment, and the investigator, the PMA and
the sponsor were in agreement.

Patients treated according to an adjusted treatment and/or
modified dose were evaluated for safety and efficacy at this
DL, but any DLTs that developed at the new DL were not
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added to the total number of DLTs at that dose-level or to the
study.

Pharmacokinetics

The pharmacokinetics of CP-4126, dFdC and dFdU were
monitored on Day 1 of the first cycle of the study. The

sampling times were pre-treatment, 0.5, 1, 1.5, 2, 3, 4,
8 and 24 h. Blood samples were collected for study drug
analysis in tubes containing the enzyme inhibitors potassi-
um fluoride and tetrahydrouridine in addition to lithium
heparin as anticoagulant. Plasma samples were measured
by York Bioanalytical Solutions using a validated high-
performance liquid chromatography tandem mass spectrom-
etry (HPLC/MS/MS) method to determine the plasma con-
centrations of CP-4126, dFdC and dFdU. For the
determination of CO-1.01, the analog CP-4055 was used
as internal standard and ARA-U was used for the determi-
nation of dFdC and dFdU. Sample pre-treatment was done
by protein precipitation with acetonitrile. A volume of 100
μL human plasma was processed. After mixing, samples
were centrifuged and a part of the clear supernatant was
diluted and submitted for the CP-4126 LC-MS/MS analysis.
The other part was dried under a gentle stream of
nitrogen. Residues were reconstituted with ammonium
acetate and submitted for the dFdC/dFdU LC-MS/MS
analysis. Detection was performed in positive ion mode
on a tandem MS with a Turbo Ion Spray Interface
(MDS Sciex API 3000). The transitions for CP-4126
were selected from m/z 528 to 264 and for the internal
standard from m/z 508 to 112. The transitions for dFdC
and dFdU were selected from m/z 264 to 112 and 265
to 113, respectively and for the internal standard from
m/z 245 to 115. PK parameters, including Cmax, Tmax,
AUC, and T1/2 were calculated using WinNonlin Pro
version 5 (Pharsight Corporation, USA).

Anti-tumor activity

Tumor measurements were recorded using RECISTv1.1
[22]. Responses based on other markers, for example
prostate-specific antigen (PSA), were also recorded.

Table 1 Patient demographics

Character N %

Total number of evaluable patients 26

Sex

Male - female 8–18

Age

Median (range) 62 (42–72)

ECOG performance status

0 6 23 %

1 17 65 %

2 3 12 %

Ethnic origin

Caucasian 26 100 %

Pathological diagnosis

Colorectal 8 31 %

Pancreas 5 19 %

Breast 3 12 %

Cholangiocarcinoma 2 8 %

Other 8 31 %

Stage of cancer

Metastatic 24 92 %

Prior treatment

Chemotherapy 26 100 %

Radiotherapy 11 42 %

Surgery 19 73 %

Table 2 Adverse events (incidence rate of at least 5 % in the total safety population) with a possible, probable or definite relationship to CP-4126.
Grade ≥3 events are set between parentheses. The percentages are based on the number of patients in the safety population (n=26)

Adverse event 100 mg 200 mg 400 mg 800 mg 1300 mg 2000 mg 3000 mg All grades Grade ≥3

n=3 n=4 n=3 n=3 n=6 n=3 n=4 n % n %

At least one adverse event 1 (0) 1 (1) 2 (0) 3 (1) 4 (2) 3 (1) 2 (0) 16 (62 %) 5 (19 %)

Fatigue 1 (1) 1 (0) 1 (0) 4 (1) 2 (1) 1 (0) 10 (38 %) 3 (12 %)

Dysgeusia 2 (0) 1 (0) 1 (0) 1 (0) 5 (19 %) 0 (0 %)

Liver dysfunction (AST/ALT/γGT) 2 (1) 1 (1) 3 (12 %) 2 (8 %)

Nausea 1 (1) 2 (0) 3 (12 %) 1 (4 %)

Decreased appetite 2 (0) 1 (0) 3 (12 %) 0 (0 %)

Influenza like illness 1 (0) 1 (0) 1 (0) 3 (12 %) 0 (0 %)

Vomiting 1 (0) 1 (0) 2 (8 %) 0 (0 %)

Pyrexia 2 (0) 2 (8 %) 0 (0 %)

Dyspnoea 1 (0) 1 (0) 2 (8 %) 0 (0 %)
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Results

Patient characteristics and disposition

A total of 26 patients were enrolled in the dose-escalation study
divided over seven dose-levels (100, 200, 400, 800, 1,300,
2,000 and 3,000mg/day). Themedian agewas 62 years (range,
42–72 years) and 88 % had an ECOG performance status ≤1.
Almost 70 % were females and all patients were Caucasians
(Table 1). All enrolled patients received at least one dose of
CP-4126, of which the majority (88 %) completed at least one
cycle. The median number of cycles entered on treatment for
all patients in the seven dose-levels was 2 (range 1–4), 2, 2
(range 1–2), 2 (range 2–5), 2.5 (range 1–8), 4 (range 2–4), 1.5
(range 1–6) respectively. In total 21 patients (81 %) discon-
tinued study treatment permanently due to progressive disease,
the other patients discontinued treatment as a result of one or
more adverse events (all ≥grade 3, one event at the 1,300 mg
level was fatal). None of the patients discontinued due to
toxicity related to CP-4126. Reductions were equally distrib-
uted among all dose-levels and there were no clear differences
in dose delays and interruptions between the dose-levels.

The RD was not reached, as the study was stopped
because of the poor absorption and subsequently low blood
levels of the molecule.

Safety and tolerability

All patients treated (N=26) were evaluated for treatment-
related adverse events. Table 2 lists all adverse events which

are possibly, probably or definitely related to the study drug
with an incidence rate of at least 5 %. Oral CP-4126 at the
dose levels studied was overall well tolerated. The most
common drug-related adverse event was fatigue (38 %),
the majority being grade 1–2. Also dysgeusia (19 %) and
gastrointestinal disorders (mainly nausea and vomiting,
23 %) were often related to the study drug. There were no
adverse events of neutropenia or thrombocytopenia reported
during this study. One patient experienced a DLT after one
dose of CP-4126 at 1,300 mg/day. The aspartate transami-
nase (AST) in this patient reached more than five times the
upper limit of normal (CTCAE grade 3). Four patients
experienced fatal adverse events of which two of the deaths
occurred within 30 days after the last dose of CP-4126. All
fatal adverse events were considered unrelated to the study
drug. In three cases this was due to disease progression and
in one case the patient developed a fatal event of dyspnoea
approximately 2 months after starting treatment which also
was considered unrelated to study drug. The death occurred
approximately 35 days later.

Pharmacokinetic results

Pharmacokinetic blood samples were drawn from all
patients on the first day of the study. PK profiles composed
for dFdC and dFdU are shown in Figs. 2 and 3. Plasma
concentrations of CP-4126 were only quantifiable in a few
patients at the highest dose-levels around 2 h (range 1–4 h)
post dose. There was no consistent relationship between the
Cmax and the dose.
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The observed Cmax and Tmax and calculated AUCt values
for dFdC and dFdU per dose-level are presented in Table 3.
The increase in systemic exposure of dFdC was proportional
to the dose increase of CP-4126 (200 to 3000 mg). Also the
systemic exposure of dFdU increased with increasing dose.
However, these increases were less than the proportionate
dose increase. For the majority of patients Cmax of dFdC and
dFdU were reached at 1.4 h (range 0.5–4.1 h) and at 3.4 h
(range 1–10.5 h) after dosing, respectively, independent of
the dose. The mean terminal half-life of dFdC and dFdU
could only be determined in the highest dose-levels and
were respectively ~0.5 h and ~9.0 h.

Anti-tumor activity

Anti-tumor activity was a secondary endpoint for this
study. No complete or partial responses were achieved.
Nine patients reached stable disease as best response
(35 %), whereby in one patient a 25 % reduction of
tumor volume from baseline was reached (vaginal car-
cinoma). This patient had progression-free survival of
more than 7 months.

Discussion

This report describes the first study of an oral formulation of
CP-4126, an elaidic acid ester of gemcitabine. In this study
the tolerability, safety and pharmacokinetics of CP-4126
were explored.

Seven dose-levels were evaluated in this study, ranging
from 100 mg to 3000 mg. The treatment was overall well
tolerated. Most reported adverse events were fatigue (38 %)
and dysgeusia (19 %). The most commonly reported ad-
verse drug reactions associated with i.v. treatment of gem-
citabine are nausea with or without vomiting, elevated liver
transaminases (AST/ALT) and alkaline phosphatase, all
reported in approximately 60 % of patients [23]. This profile

is not seen in this population at the dose levels studied,
probably because of the lower exposures of dFdC compared
to the exposures after i.v. treatment of gemcitabine.

Plasma concentrations of CP-4126 were only quantifiable
in 16 of the 260 samples from 26 patients, without a con-
sistent relationship between the dose of CP-4126 and the
maximum concentrations or the exposures to CP-4126. The
low amount of CP-4126 detected in plasma corresponds
with PK data in dogs and indicates a rapid pre-systemic
metabolism of this parent drug after oral administration
[20]. This is probably due to the amount of carboxyles-
terases in liver and intestines, because these esterases are
most likely responsible for the conversion of CP-4126 out-
side as well as inside the cell [24]. dFdC and dFdU concen-
trations were detectable in all patients. For both metabolites,
the Cmax and exposure increased generally less than dose-
proportionally with the dose, suggesting a capacity-limited
absorption of CP-4126.

The exposures to dFdC (and dFdU) are significantly
lower compared to the exposures after comparable doses
of gemcitabine applied intravenously (on molar basis) [25,
26]. Although the comparison is made with patients from
other studies, the exposure of dFdC seems to be about ten-
fold lower after oral administration (apparent systemic avail-
ability of dFdC is 5–10 %). For dFdU the AUC is relatively
higher, but still only 20–78 % in comparison with gemcita-
bine i.v.. These lower exposures after oral administration
indicate low absorption of CP-4126 in humans. In dogs,
however, oral CP-4126 acts as a prodrug for gemcitabine
and the exposures of dFdC and dFdU were in the same range
as the exposures after i.v. administration of CP-4126 (the
apparent systemic availability is in the range of 92–169 %,
depending on the dose) [20]. In dogs, the half-life of dFdC
after oral administration of CP-4126 was longer than the half-
life after i.v. administration of dFdC (unpublished data). In
humans, the terminal half-life of dFdC after oral administra-
tion of CP-4126 is equal to the half-life after i.v. administra-
tion dFdC [25] and significantly shorter compared to the half-

Table 3 PK parameters of dFdC and dFdU per dose-level (the geometric mean and coefficient of variation are given)

Dose N dFdC dFdU

Cmax (ng/mL) Tmax (h) AUCt (ng·h/mL) Cmax (ng/mL) Tmax (h) AUCt (ng·h/mL)

100 mg 3 30.1 (51 %) 1.17 (62 %) – – 1,060 (32 %) 6.31 (77 %) 18,400 (9 %)

200 mg 4 32.9 (96 %) 1.07 (41 %) 33.3 – 1,170 (70 %) 5.14 (66 %) 18,900 (54 %)

400 mg 3 52.2 (93 %) 1 – 73.2 – 2,060 (11 %) 4.18 (81 %) 37,100 (8 %)

800 mg 3 67.6 (40 %) 1.33 (44 %) 72 (64 %) 6,540 (27 %) 1.92 (49 %) 91,300 (18 %)

1300 mg 6 232 (66 %) 1.6 (49 %) 272 (77 %) 7,070 (30 %) 2.48 (43 %) 95,400 (32 %)

2000 mg 3 273 (39 %) 1.49 (34 %) 423 (61 %) 11,500 (26 %) 2.42 (41 %) 122,000 (3 %)

3000 mg 4 345 (52 %) 2.04 (69 %) 578 (69 %) 15,000 (31 %) 2.34 (53 %) 151,000 (27 %)

Cmax Maximum measured plasma concentration, Tmax Time to Cmax, AUCt Area under the plasma concentration time curve until last data point
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life after i.v. administration of CP-4126 (0.5 h versus 9 h [27]).
These PK results indicate that a substantial amount of parent
drug which is absorbed in the intestines is directly metabo-
lized to dFdC and in consequence to dFdU. Due to the high
levels of deoxycytidine deaminase in the liver, the relatively
high concentrations of dFdU after the rapid hydrolysis of the
elaidic acid of CP-4126 are expected. These results show a
large pre-systemic metabolism of both CP-4126 and dFdC
after oral administration.

Due to the low exposure of CP-4126 and gemcita-
bine, once weekly administration of CP-4126 is not
feasible as a possible alternative for gemcitabine i.v..
A more chronic administration of CP-4126 could be
an option as seen in preclinical studies [20]. Compara-
ble treatment regimens are investigated with alternative
oral dosage forms of gemcitabine in two other studies
[16, 18]. In one study, oral gemcitabine was dosed
every other day and the highest dose administered was
20 mg (equivalent to 40 mg CP-4126), before the study
was terminated because of severe liver toxicity by dFdU
accumulation. In another study, the prodrug LY2334737
was given once daily and the highest dose was 50 mg
(equivalent to 70 mg CP-4126). A direct comparison
with oral CP-4126 is difficult because of the difference
in doses and treatment regimens, but the difference in
the exposure ratio dFdU/dFdC between LY2334737
(range 216–404) and CP-4126 (range 261–1268) con-
firms the rapid pre-systemic metabolism of CP-4126 and
dFdC (range after i.v. administration of dFdC is 31–201
[25]). Due to the long terminal half-life, dFdU accumu-
lates during the first weeks after the metronomic treat-
ment regimens. Although a clear causal relationship is
lacking, the hepatotoxicity after chronic oral administra-
tion of both gemcitabine as LY2334737 is linked to the
accumulation of dFdU and consequently the accumulation of
phosphorylated dFdU (via deamination of gemcitabine mono-
phosphate to dFdUMP and via phosphorylation of dFdU) in
the liver, which can be incorporated into DNA and RNA [28].
The expected accumulation of dFdU by pre-systemic metab-
olism after more chronic administration of oral CP-4126
would make metronomic treatment regimens unsuitable.

In conclusion, this study demonstrates that CP-4126 can
be safely administered orally to patients up to 3000 mg/day
in a d1,8,15 q4w schedule. The best response was stable
disease, which was seen in nine patients (35 %) and one
patient had a progression-free survival of over 7 months.
The most reported related toxicities were fatigue and dys-
geusia. CP-4126 acts as a prodrug for gemcitabine when
given orally, but because of the poor absorption, the rapid
pre-systemic metabolism and consequently the amount of
capsules the patient had to take (12 capsules at the highest
dose), the study was terminated before the RD had been
determined. Due to these findings, the development of oral

CP-4126 was stopped and further research is focusing on the
i.v. variant.
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