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In August 1998, thalidomide (Figure 1) was approved
for sale in the USA for the chronic treatment of ery-
thema nodosum leprosum (ENL), a painful inflam-
matory dermatological reaction of lepromatous 
leprosy [1]. This marked the approval of the world’s
most controversial drug after it was withdrawn from
Europe and other countries over 40 years ago.
Thalidomide was never approved in the USA (see
Ref. [2] for a more comprehensive history of thalido-
mide). Thalidomide was first synthesized in 1954 from
the glutamic acid derivative α-phthaloylisoglutamine.
Soon thereafter, limited animal studies showed it to
be non-toxic. It was erroneously concluded then
that the purported structural resemblance to the
then widely-used barbiturates could indicate its 
potential as a ‘safe’ sedative [2]. A single questionable
study in mice was performed to show the sedative
hypnotic effects of thalidomide [2]. Based on this
study, human trials were initiated in Germany under
the then lax pharmaceutical regulatory environment
without comprehensive animal toxicology studies.

These should have included reproductive toxicology
in a non-rodent species such as rabbits or monkeys
because studies in rodents have shown limited 
sensitivity to the teratogenic effects of thalidomide
in utero [3]. Thalidomide was found to be an effective
sedative and sleep-inducing agent in humans with
less potential for death due to apnea from an overdose
when compared with the potential for death from
overdosing on barbiturates. Thalidomide was approved
in Germany in 1957 and subsequently in other coun-
tries including the UK, Canada and Australia under
brand names such as Contergan, Distaval, Talimol
and Kevadon. Thalidomide was also found to be an
effective anti-emetic in pregnancy and its use in this
group of patients subsequently increased. The error
in this presumption of good sedative and anti-emetic
efficacy with limited toxicity became apparent when
reports of deformed babies started appearing after
1956. By the time it was withdrawn in 1961,
~5000–12 000 deformed babies (and an unknown
number of aborted fetuses) from 46 countries were
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already born [4]. Thalidomide was not approved in 
the USA because of the diligence of the Food and 
Drug Administration (FDA) reviewer Frances Kelsey who 
requested more information from the petitioning company
on the reported peripheral neuritis [5]. The company was
not forthcoming and the application was subsequently
withdrawn. This would have been the end of the drug
were it not for subsequent reports of its effectiveness in
treating various inflammatory and dermatological condi-
tions such as ENL. In 1964, Jacob Sheskin, an Israeli doctor,
experimentally prescribed thalidomide to an advanced
ENL patient wracked with pain and concomitant insomnia
[6]. The results were dramatic. The patient slept soundly
with no subsequent hangover, and his ENL-related pain
and fever resolved entirely and the cutaneous sores healed
within days. The ENL symptoms were kept at bay as long
as the patient was taking thalidomide. The therapeutic 
effect was confirmed with other ENL patients (Figure 2).
Thalidomide was found to be so effective in treating ENL
that it is now the World Health Organization’s recom-
mended drug for this form of leprosy [7].

This review highlights and presents some of the 
therapeutic activities observed with thalidomide and 
its immunomodulatory analogues (IMID®s) (Figure 1), 

including the compounds’ surprising anti-cancer activity
in hematological cancers such as myelodysplastic syn-
drome and multiple myeloma, and in various solid tumor
cancers. Their activities in various inflammatory diseases
are described, in addition to a discussion of the role of 
immunomodulatory and non-immunomodulatory mech-
anisms for the efficacy.

Current experimental uses of thalidomide
Apart from its approved use in ENL, thalidomide is 
prescribed experimentally, mostly co-administered with
standard therapies, and is used in >150 clinical trials in
the USA for various oncological, dermatological and 
inflammatory conditions [8–11]. Therapeutic doses are
200–400 mg day-1 (4–8 mg kg-1 day-1) for oncological con-
ditions, and 100–400 mg day-1 (2–8 mg kg-1 day-1) for der-
matological and inflammatory diseases. Adverse events
associated with use of thalidomide, some of which can be
dose-related, include somnolence, constipation, rash, 
peripheral neuropathy and deep vein thrombosis [12].
Whereas reducing or stopping thalidomide treatment can
alleviate most of these adverse events, the peripheral 
neuropathy can be permanent.

Anti-cancer activity
Potential activity has been observed in clinical trials for
various hematological and solid tumor cancers including
relapsed and/or refractory multiple myeloma [13,14],
myelodysplastic syndrome [15], mantle cell lymphoma
[16], glioma [17,18], renal cell carcinoma [19], metastatic
melanoma [20,21], pancreatic cancer [22] and androgen-
independent prostate cancer [23,24]. Confirmatory stud-
ies are in progress for some of these cancers. The FDA is
currently considering approval of thalidomide for newly
diagnosed multiple myeloma. Multiple myeloma is an in-
curable B or plasma cell malignancy of the bone marrow
accounting for 1–2% of all cancer and 10% of new hema-
tological malignancies in the USA. It is diagnosed in ~15
000 patients annually in the USA and is characterized by
the secretion of monoclonal proteins or immunoglobulins
(M protein or paraprotein). Most patients die within five
years of diagnosis because of the limited treatment options
and the relapsing and refractory nature of this disease [25].
Thalidomide in heavily pre-treated relapsed multiple
myeloma patients showed a total response rate ranging
from 32% [13] to 49% [14]. Thalidomide has an apparent
synergistic activity when used in combination with dex-
amethasone in newly diagnosed and relapsed and/or 
refractory multiple myeloma, and could even reduce the
median response time when compared with the response
time from thalidomide alone [26,27]. This combination
has been shown to be significantly better with three-year
survival at 60% for thalidomide–dexamethasone versus
26% for non-thalidomide conventional chemotherapy,
and is being used as the first salvage regimen in relapsed
and/or refractory patients [28]. Thalidomide use with 

FIGURE 1

Structures of thalidomide and immunomodulatory analogues. Using the
inhibition of the pro-inflammatory cytokine TNF-α as basis for comparison, the
analogues are at least 2000 times more potent than thalidomide.
Abbreviation:TNF-α, tumor necrosis factor-α.
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FIGURE 2

Efficacy of thalidomide in a patient with erythema nodosum leprosum.
Thalidomide is now the World Health Organization’s recommended drug for ENL and
was approved in the USA for this indication in 1998. (a) Before treatment with
thalidomide. (b) After one week treatment with thalidomide (dosage of 200 mg day-1).
(c) After six weeks treatment with thalidomide (dosage of 200 mg day-1).
Abbreviation: ENL, erythema nodosum leprosum.
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melphalan and prednisone in newly diagnosed patients
has also showed encouraging results [29].

Significant activity has been seen in another bone 
marrow disease called myelodysplastic syndrome (MDS)
affecting ~13 000 new patients each year in the USA. In
MDS, bone marrow function is abnormal with defects in
the maturation of various hematological cells. Anemia
that might require blood transfusion is the most common
disease manifestation. MDS could eventually change into
acute myeloid leukemia [30]. A 2001 study showed that
single-agent thalidomide could induce hematological 
improvement, in particular, increasing hemoglobin levels
in some refractory patients and making them transfusion
independent [15]. Of 51 patients that completed 12 weeks
of thalidomide, 16 developed hematological improvement
of which ten became transfusion-independent. In patients
with glioblastoma multiforme, a thalidomide–temozolo-
mide combination was found to have longer (103 weeks)
survival compared with that from thalidomide alone 
(63 weeks) [18]. In addition, results from a study using
thalidomide–cyclophosphamide combination also showed
encouraging activity with one out of 11 patients demon-
strating a complete response and one each with partial
and stable disease [17]. This thalidomide–temozolomide
combination was also determined to be promising in
metastatic malignant melanoma with median survival of
7.3 months compared with 5.3 months for temozolomide
alone [21]. In a review of thalidomide use in metastatic
renal cell carcinoma, thalidomide in combination with
other chemotherapeutics [interleukin 2 (IL-2), interferon
γ (IFN-γ), capecitabine] had anti-tumor activity [19].
Thalidomide in combination with gemcitabine could also
have potential benefit in advanced pancreatic cancer. The
time to disease progression was greater than historical
data from the single agent gemcitabine [22]. Nine and
four out of 27 evaluable patients in the combination 
regimen survived for more than six and twelve months,
respectively, compared with a median survival of four to
six months with gemcitabine alone. A Phase II study of
thalidomide in combination with docetaxel in androgen-
independent prostate cancer had an 18-month survival
of 68% versus 43% for docetaxel alone [23]. Up to 53% of
patients in the combination regimen had >50% decline
in the prostrate-specific antigen (PSA) compared with 37%
in the docetaxel group. All these anti-cancer activities are
could be mediated by immunomodulatory and non-
immunomodulatory mechanisms.

Dermatological and anti-inflammatory activities
Thalidomide has activity in various dermatological con-
ditions [10,31] and was tried on other dermatological 
conditions after its beneficial effects on cutaneous man-
ifestations of ENL were discovered. The activity of thalido-
mide has been determined in Behcet’s disease, prurigo
nodularis, aphthous ulcers and actinic prurigo who have
unsuccessfully tried other therapies. In addition, thalido-

mide has activity in discoid lupus and the skin manifes-
tations of systemic lupus erythematosus. A recent study
showed that low-dose thalidomide induced complete 
resolution of the cutaneous erythema in 17 out of 23
(78%) refractory erythematosus patients [32]. Activity has
also been reported in refractory Crohn’s disease [33].
Studies have shown remissions and reduction and/or 
discontinuation of steroid use in some patients. It is not
known exactly how thalidomide produces these derma-
tological and anti-inflammatory activities, but it is believed
to involve immunomodulatory mechanisms.

Pain
A surprising thalidomide effect is in complex regional
pain syndrome (CRPS), otherwise known as reflex sym-
pathetic dystrophy, which is characterized by neuropathic
pain, allodynia, edema, autonomic dysfunction, disordered
movements, dystrophy and atrophy [34]. Thalidomide was
serendipitously found to have a dramatic effect on CRPS
in a multiple myeloma patient [35] that was later confirmed
in a subsequent study of 42 patients who had failed 
numerous prior treatments [36]. Thirteen of these patients
(31%) reported either a significant or modest pain relief,
and some were even able to reduce their pain medication.
Hence, further studies are in progress. The mechanism of
this novel activity is unclear, but the inhibitory activity
of thalidomide on tumor necrosis factor α (TNF-α) and
other cytokines such as IL-6 have been suggested.

Current clinical trials of thalidomide analogues
Various IMID®s have been synthesized and screened for
anti-cancer and anti-inflammatory activities because of
their numerous effects on the human immune system.
Lenalidomide (REVLIMID™; CC-5013) and CC-4047 (AC-
TIMID™) are second-generation IMID®s currently in clin-
ical trials. Both analogues have potent immunomodulatory
activities with lenalidomide in Phase II and III clinical
trials [37]. In in vitro studies, thalidomide has been shown
to inhibit production of TNF-α from human monocytes [38].

By using inhibition of the pro-inflammatory cytokine
TNF-α as a basis for comparison, lenalidomide and 
CC-4047 are 2000 and 20 000 times, respectively, more
potent than thalidomide [39]. Lenalidomide at 5–50 mg day-1

can overcome conventional drug resistance in relapsed
multiple myeloma patients with no thalidomide-like side-
effects (sedation, constipation, peripheral neuropathy)
[40]. Myelosuppression characterized by reductions of
white blood cell and platelet counts however was 
observed at a dosage of thalidomide at 50 mg day-1,
requiring dose reduction or a ‘drug holiday’. Seventeen
out of 24 patients (71%) responded positively to treatment
with >25% reduction in paraprotein levels. Lenalidomide
is currently in Phase III trials for relapsed multiple
myeloma. Preliminary studies showed that lenalidomide
at dosages of 10 or 25 mg day-1 or 10 mg day-1 for 21 days
with a seven-day treatment-free period produced significant
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responses in patients with low and intermediate risk MDS.
Erythroid response was observed in 21 out of 33 patients
(64%) with a major response (transfusion-independence)
seen in 19 patients [41]. Significant cytogenetic response
was seen in a subset of MDS patients exhibiting a 5q chro-
mosomal deletion of a single chromosome. Lenalidomide
is in Phase II trials for MDS and in Phase II trials for CRPS.
CC-4047 at a dosage of 1 mg day-1 has shown promising
activity in patients with metastatic hormone-refractory
prostate cancer [42], where six out of 13 patients had a
significant decrease in the level of prostate-specific antigen.
However, adverse effects included constipation, nausea and
fatigue. Expanded trials based on the CC-4047 dosage of
2 mg day-1 are ongoing.

Immunomodulatory and non-immunomodulatory
properties
The precise mechanism(s) of thalidomide and the IMID®s
efficacious activities are unknown. This class of com-
pounds, however, has numerous immunomodulatory and
non-immunomodulatory properties, which are probably
working in concert to produce the observed efficacy.

Immunomodulatory properties
Inhibition and stimulation of cytokines
Cytokines are soluble glycoproteins released by cells of the
immune system, which act non-enzymatically through
specific receptors to regulate immune responses. TNF-α is
a pro-inflammatory cytokine produced by monocytes,
macrophages, lymphocytes and natural killer (NK) cells
[43]. This cytokine plays an important role in host immune
and inflammatory response to viral, parasitic, fungal and
bacterial infections. TNF-α has been implicated in the
pathophysiology of infections and autoimmune diseases.
Elevated TNF-α levels are associated with various inflam-
matory and autoimmune diseases such as rheumatoid
arthritis, Crohn’s disease, tuberculosis, cancer cachexia
and ENL. The ameliorative effects of thalidomide on ENL
are particularly striking (Figure 2). Thalidomide and its
analogs are potent inhibitors of TNF-α produced by
lipopolysaccharide (LPS)-stimulated human monocytes
[43]. This inhibition is a result of the increased degradation
of TNF-α mRNA [44]. Levels of other cytokines, IL-1β, IL-6
and granulocyte–macrophage colony-stimulating factor
(GM–CSF), are also inhibited by thalidomide, whereas 
IL-10 is stimulated [45]. Lenalidomide and CC-4047 had
similar effects on these cytokines although with varying
degrees of potency when compared with those by thalido-
mide. The effects of these findings on various diseases are
still being investigated.
Co-stimulation of primary human T cells
Thalidomide co-stimulates primary human T cells, induc-
ing their proliferation, cytokine production and cytotoxic
activity [46]. Co-stimulation involves the delivery of a 
second signal to naïve T cells to produce an antigen-spe-
cific response. The immunological adjuvant action of

thalidomide therefore stimulates the otherwise ineffectual
immune response, for example, to tumor antigens en-
hancing an anti-cancer response. This thalidomide action
is dependent on the type of immune cell that is activated
and the type of stimulus the cell receives. In in vitro stud-
ies, thalidomide induced an IL-2-mediated primary T-cell
proliferation through the T-cell receptor (TCR) complex
with a concomitant increase in IFN-γproduction [45]. This
proliferation is greater for the cytotoxic, rather than
helper, T-cell subset, which is supported by observations
in thalidomide-treated HIV seropositive patients where it 
increased the population of cytotoxic T cells and plasma
levels of IL-2 receptor, a marker of T-cell activation. The
stimulatory property could partially explain thalidomide’s
anti-inflammatory effects in inflammatory bowel disease
in which the activity of cytotoxic T cells is diminished.
The effects of thalidomide depend on the disease and 
immunological status: the co-stimulatory activity explains
the unexpected increase in TNF-α production in certain
diseases [47]. IMID®s are more potent than thalidomide
in co-stimulating T cells that have been partially activated
by the TCR. For example, the co-stimulatory action of 
CC-4047 is thought to produce the prolonged anti-tumor
response seen in mice implanted with colorectal cancer
cells [47]. Protection is thought to be mediated by T helper
cell 1 (Th1) cellular immunity.
Modification of surface cell adhesion molecules
In response to an inflammatory stimulus, leukocytes are
recruited into the injured tissue by capture, rolling, tight
binding, transmigration across the endothelium and
chemotaxis. Thalidomide can decrease the density of TNF-
α-induced intercellular adhesion molecule-1 (ICAM-1),
vascular cell adhesion molecule-1 (VCAM-1) and E-selectin
on the endothelial cells of human umbilical vein [48]. 
L-selectin was also decreased by thalidomide in vitro and
blocking this adhesion cascade by thalidomide is believed
to mediate the anti-vasculitis effect seen with ENL. This
decrease in cell adhesion molecule expression is also
thought to occur with multiple myeloma: lenalidomide
decreases binding of multiple myeloma cells to the endoge-
nous bone marrow stromal cells thereby decreasing the 
production of vascular endothelial growth factor (VEGF)
and IL-6. There is evidence that suggests modulation of 
adhesion molecules between these two cell types [40].
Stimulation of Th1 immunity
Thalidomide has been shown to stimulate a Th1 response
in healthy humans after oral dosing, which was manifested
by an increase in IFN-γ without changes in IL-2 and IL-4
levels [49]. In murine models of colorectal cancer and
melanoma, CC-4047 increased the Th1 cytokines IFN-γ
and IL-2 [50]. In scleroderma patients, incubation of their
peripheral blood mononuclear cells (PBMC) with thalido-
mide produced a dose-dependent increase in IFN-γ and
IL-2 levels [51]. Subsequent studies of the IMID®s showed
that the increase in T-cell cytokine production is through
potentiation of the transcription factor activator protein
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1 [52]. The results in healthy humans and scleroderma
patients strongly suggest enhancement of Th1 type im-
mune activity by thalidomide. However, earlier work 
disputes this finding and suggests that thalidomide shifts
the immune response from Th1 to Th2 [53]. This dis-
agreement is probably a result of the different cell-based
models used and the type of immune activation.
Induction of natural killer cells
Thalidomide and its IMID®s significantly increased the
lysis of human multiple-myeloma cell lines and patient
multiple-myeloma cells after incubation with IL-2-primed
PBMCs [54], which was found to be mediated by NK cells.
Patients with relapsed multiple myeloma had an increased
number of NK cells with only responding patients showing
an increase in the percentage of such cells. This increase in
NK cells was accompanied by a decrease in the plasma 
disease biomarker paraprotein, and an increase in the 
levels of IL-2 and IFN-γ secretion [54]. These findings 
correlate with the known predominant Th1 and minor
Th2 stimulatory effects of thalidomide and its IMID®s, as
discussed earlier. Elevated levels of these Th1-related 
circulating cytokines stimulated the activity and number
of NK cells, leading to the observed lysis of multiple
myeloma cells.
Inhibition of nuclear factor-kappa B activity
The transcription factor nuclear factor-kappa B (NF-κB) is
a key regulator of inflammatory genes including TNF-α
and IL-8. In the nonstimulated state, NF-κB resides mainly
in the cytoplasm where it is tightly bound to inhibitory
proteins of the IκB family. After stimulation of NF-κB by
TNF-α or IL-8, IκBα is phosphorylated by IκB kinase lead-
ing to the ubiquitination and subsequent degradation of
IκBα by the proteasome. This is followed by nuclear translo-
cation of NF-κB where it regulates the expression of genes
involved in immune and inflammatory processes, cell
growth, suppression of apoptosis and metastasis [55–58].
Thalidomide has been shown to inhibit NF-κB through
suppression of IκB kinase [59] – representing another mech-
anism of its anti-inflammatory and anti-cancer properties.
Because of the multiplicity of mechanisms of action for
thalidomide and the IMID®s, it is difficult to understand
which mechanism or mechanisms are responsible for
therapeutic activities observed for individual diseases.

Non-immunomodulatory properties
Anti-angiogenic activity
Angiogenesis is the development of new blood vessels. In
cancer, angiogenesis can nurture the growth and metas-
tasis of tumors and tumor cells, respectively. Thalidomide
and the IMID®s have anti-angiogenic properties that are
independent of their immunomodulatory effects [60,61],
which could have a role in the apparent anti-neoplastic
activity of this drug seen with various cancers. In the rat
aorta assay, the IMID®s are two to three times more potent
in their anti-angiogenic activity when compared with that
by thalidomide. Lenalidomide, but not thalidomide and

CC-4047, significantly inhibited the migration of en-
dothelial cells. CC-4047 also inhibits VEGF, but not the
expression of basic fibroblast growth factor (bFGF). The
IMID®s anti-TNF-α activity had no effect on anti-angiogenic
activity [61]. In multiple myeloma, the close proximity 
interaction between the indigenous bone marrow stromal
cells and patient multiple myeloma cells significantly 
increased levels of the pro-angiogenic factors VEGF and
IL-6 (a multiple myeloma growth and survival factor)
[40,47,54,62,63]. Thalidomide and CC-4047 significantly
decreased expression of these factors thereby reducing the
production and growth of new blood vessels feeding the
multiple myeloma cells [62]. These results underscore the
importance of stromal and multiple myeloma cell inter-
action in the bone marrow microenvironment for the
maintenance and progression of the disease, and provides
another target for thalidomide and its IMID®s.
Anti-proliferative and pro-apoptotic activity
Thalidomide and its IMID®s inhibit <20% and 50% of
DNA synthesis, respectively, in human multiple-myeloma
cell lines and cells from patients [63]. The IMID®s also 
inhibited the proliferation of doxorubicin- and melphalan-
resistant multiple-myeloma cells by 20–50% [40,47]. These
results correlate with the anti-tumor activity seen in 
patients with the drug-resistant forms of the disease. The
anti-proliferative mechanism of action is considered to
be by inhibition of IL-6 production. IMID®s have pro-
apoptotic activity in human multiple myeloma cells. They
arrest cell growth at the G1 phase and trigger activation
of caspase 8, enhance multiple myeloma cell sensitivity
to Fas-induced apoptosis, downregulate the activity of 
NF-κB, and decrease the expression of apoptosis-inhibitory
protein [63,64].
Cyclooxygenase-2 inhibition
Thalidomide and its IMID®s inhibited the protein ex-
pression of cyclooxygenase-2 (COX-2), but not COX-1, in 
LPS-, TNF-α- and IL-1β-stimulated PBMCs, and decreased
the half-life of COX-2 mRNA in a dose-dependent manner.
They also inhibited the synthesis of prostaglandin E2 from
LPS-stimulated PBMC. Whereas anti-TNF-α or anti-IL-1β
neutralizing antibodies had no effect on COX-2 expression,
anti-IL-10 neutralizing antibody elevated the expression of
COX-2 mRNA and protein from treated PBMC. These data
suggest that the anti-inflammatory and anti-tumor effects
of IMID®s could result in part to the elevation of IL-10
production and its subsequent inhibition of COX-2 
expression [65].

Mechanisms of action in multiple myeloma
Unexpectedly, thalidomide was found to have anti-
myeloma activity when it was thought its anti-angiogenic
activity could slow the disease by inhibiting the formation
of new blood vessels in this highly vascularized cancer.
There is now ample evidence to show that the anti-cancer
activity of thalidomide and its IMID®s in multiple myeloma
is through different mechanisms and sites in the bone 
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marrow [40,47]. Figure 3 shows the bone marrow microen-
vironment in multiple myeloma, which contain aberrations
in various cellular processes, immunology and cell interac-
tions [66]. The immunomodulatory activities of thalido-
mide and its IMID®s involve the inhibition of expression
of IL-6 and TNF-α by bone marrow stromal cells that in turn
inhibits the growth of multiple myeloma cells. The com-
pounds also enhance T-cell stimulation and proliferation
with the activated cells then releasing IL-2 and IFN-γ. These
cytokines activate NK cells causing lysis of the multiple
myeloma cells [47,63]. The combination of immunomod-
ulatory and non-immunomodulatory anti-cancer activi-
ties in the bone marrow could produce the significant
anti-tumor responses observed in some multiple myeloma 
patients. This combination activity has significant im-
plications for other blood and solid tumor cancers and is 
currently being investigated in numerous clinical trials.

Mechanisms of action in solid tumors
While numerous Phase II trials of thalidomide have
demonstrated potential activity against some solid tumors,
the mechanism of action is still unclear but could involve
both immunomodulatory and non-immunomodulatory
activities. These tumors produce immunological sup-
pressive factors that prevent priming and activation of
CD4+ and CD8+ T cells of the lymph nodes [47]. Other
immune cells such as NK cells and macrophages are also
inhibited, and are therefore unable to respond to and 
destroy tumor cells [47]. Thalidomide and the IMID®s
co-stimulatory action on primary human T-cells enhance
the anti-tumor activity mediated by the Th1 cytokines 
IL-2 and IFN-γ. The co-stimulation is thought to overcome
the nonresponsiveness by T cells and to prevent the release
of suppressive factors thereby enabling tumor-specific cells
to kill tumor cells [46,47]. Thalidomide and the IMID®s

FIGURE 3

Sites of activity of thalidomide and immunomodulatory analogues in the bone marrow of multiple myeloma patients. Multiple sites and
mechanisms of action are thought to be involved in the activity of these compounds in multiple myeloma.Thalidomide and the IMID s have
immunomodulatory and non-immunomodulatory properties, including: (i) T-cell activation and proliferation, resulting in lysis of MM cells by NK cells;
(ii) inhibition of cell surface adhesion molecules; (iii) inhibition of proliferation and induction of apoptosis of MM cells; and (iv) anti-angiogenic
activities. Abbreviations: IFN-γ, interferon-γ; IL, interleukin; IMID®s, immunomodulatory analogues; MM cells, multiple myeloma cells; NK cells, natural
killer cells; VCAM, vascular cell adhesion molecule; VEGF, vascular endothelial growth factor. Figure adapted from Ref. [66].
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are also thought to co-stimulate macrophages and NK
cells leading to the anti-tumor activity as discussed earlier
[36]. The IMID®s have enhanced anti-tumor activity when
co-administered with Rituximab in a severe combined 
immunodeficient mouse model of non-Hodgkin’s lym-
phoma, which could be a result of the downregulation of
NF-κB in the lymphoma cells, activation of the innate 
immune system, cell growth arrest and induction of apop-
tosis [67,68]. Anti-angiogenic and pro-apoptotic activities
of thalidomide and the IMID®s are hypothesized to play
a role in the apparent efficacy seen in various highly vas-
cularized solid tumors through inhibition of VEGF and
induction of growth arrest, respectively [47,63].

The STEPS® program for commercial thalidomide use
With therapeutic use of thalidomide increasing in the
USA, its potential for fetal toxicity is a major concern. The
lowest doses and shortest treatment period, where char-
acteristic birth defects in human fetuses have been docu-
mented, were 25 mg day-1 (0.5 mg kg-1 based on a human
weighing 50 kg) for two to three days, and 50 mg day-1

(1 mg kg-1 day-1) for only one day [69]. To reduce this 
potential, the marketing and use of thalidomide is re-
stricted through the mandatory System for Thalidomide
Education and Prescribing Safety (STEPS®) program [70].
This unique system of monitoring oversees the prescrib-
ing, dispensing and dosing of thalidomide. All patients,
pharmacists and prescribing physicians must be registered
in Celgene’s database. In addition, a video that includes
a warning from a thalidomide victim about the drug’s 
teratogenicity is made available to first-time patients. All
women of childbearing age are required to use two types

of contraception. Prescriptions are only for a 28-day sup-
ply with renewals requiring a visit to the physician and
completion of a questionnaire on sexual activity [70], and
women of childbearing age are required to have a nega-
tive pregnancy test before prescription renewals. The
STEPS® program therefore makes thalidomide the most
restrictively prescribed drug ever approved. To date, 
>100 000 patients have been prescribed thalidomide 
without any instances of drug-related birth defects.

Future of thalidomide and the IMID®s
The rehabilitation of thalidomide has increased its exper-
imental use in numerous oncological and inflammatory
conditions. While it has yet to be approved for multiple
myeloma in the USA and Europe, applications are pending
and the drug is approved for this indication in Australia
and Turkey. Recent reports of potential activity in other
solid tumors have increased its experimental use. The 
future of this class of compounds is in the more-potent
IMID®s, particularly lenalidomide, where the signifi-
cantly increased immunomodulatory and anti-angiogenic 
potency and apparent lack of some, or a decreased amount
of, thalidomide’s dose-limiting side effects have made
them potentially important therapeutics in cancer and
inflammatory diseases. In addition, lenalidomide is not
teratogenic in rabbit, a sensitive species for thalidomide-in-
duced birth defects making lenalidomide a more desirable
therapeutic than its parent. The IMID®s therefore represent
second-generation small molecule compounds with novel
mechanisms of anti-cancer activity and their potential as
anti-cancer therapeutics is enormous should their activi-
ties be confirmed in ongoing Phase II and III trials.

1 Teo, S. et al. (2002) Thalidomide in the treatment
of leprosy. Microbes Infect. 4, 1193–1202

2 Stephens, T. and Brynner, R. (2001) Dark
Remedy. The Impact of Thalidomide and its Revival
as a Vital Medicine, Perseus Publishing

3 Schumacher, H. et al. (1968) A comparison of
the teratogenic activity of thalidomide in rabbits
and rats. J. Pharmacol. Exp. Ther. 160, 189–199

4 Mellin, G. and Katzenstein, M. (1962) The saga
of thalidomide: neuropathy to embryopathy
with case reports and congenital abnormalities.
N. Engl. J. Med. 267, 1184–1193

5 Kelsey, F. (1988) Thalidomide update: regulatory
aspects. Teratology 38, 221–226

6 Sheskin, J. (1965) Thalidomide in the treatment
of lepra reaction. Clin. Pharmacol. Therap. 6,
303–306

7 WHO Expert Committee on Leprosy (1998)
WHO Tech. Rep. Ser. 874 7th Rep. World Health
Organization

8 Raje, N. and Anderson, K. (2002) Thalidomide
and immunomodulatory drugs as cancer
therapy. Curr. Opin. Oncol. 14, 635–640

9 Kumar, S. et al. (2004) Thalidomide: current role
in the treatment of non-plasma cell
malignancies. J. Clin. Oncol. 22, 2477–2488

10 Stirling, D. (1998) Thalidomide and its impact
on dermatology. Semin. Cutan. Med. Surg. 17,
231–242

11 Franks, M. et al. (2004) Thalidomide. Lancet
363, 1802–1811

12 Ghobrial, I. and Rajkumar, V. (2003)
Management of thalidomide toxicity. J. Support.
Oncol. 1, 194–205

13 Singhal, S. et al. (1999) Anti-tumor activity of
thalidomide in refractory multiple myeloma. 
N. Engl. J. Med. 341, 1565–1571

14 Schey, S. et al. (2003) An UK myeloma forum
phase III study of thalidomide: long-term
follow-up and recommendations for treatment.
Leuk. Res. 27, 909–914

15 Raza, A. et al. (2001) Thalidomide produces
transfusion independence in long-standing
refractory anemias of patients with
myelodysplastic syndromes. Blood 98, 958–965

16 Drach, J. et al. (2004) Durable remissions after
rituximab plus thalidomide for
relapsed/refractory mantle cell lymphoma. 
J. Clin. Oncol. 22, Abstract 6583

17 Fine, H. et al. (2003) Phase II trial of
thalidomide and carmustine for patients with
recurrent high-grade glioma. J. Clin. Oncol. 21,
2299–2304

18 Baumann, F. (2004) Combined thalidomide and
temozolomide treatment in patients with
glioblastoma multiforme. J. Neurooncol. 67,
191–200

19 Amato, R. (2003) Thalidomide therapy for renal

cell carcinoma. Crit. Rev. Oncol. Hematol. 46,
S59–S65

20 Hwu, W. et al. (2003) Phase II study of
temozolomide plus thalidomide for the
treatment of metastatic melanoma. J. Clin.
Oncol. 21, 3351–3356

21 Danson, S. et al. (2003) Randomized phase II
study of temozolomide given every 8 hours or
daily with either interferon alfa-2b or
thalidomide in metastatic malignant
melanoma. J. Clin. Oncol. 21, 2551–2557

22 Maples, W. et al. (2004) Advanced pancreatic
cancer: a multi-institutional trial with
gemcitabine and thalidomide. J. Clin. Oncol. 22,
Abstract 4082

23 Dahut, W. et al. (2004) Randomized phase II
trial of docetaxel plus thalidomide in androgen-
independent prostate cancer. J. Clin. Oncol. 22,
2532–2539

24 Macpherson, G. et al. (2003) Current status of
thalidomide and its role in the treatment of
metastatic prostate cancer. Crit. Rev. Oncol.
Hematol. 46, S49–S57

25 Munshi, N. (2004) Recent advances in the
management of multiple myeloma. Semin.
Hematol. 41, 21–26

26 Meletios, A. et al. (2003) Treatment of plasma
cell dyscrasias with thalidomide and its
derivatives. J. Clin. Oncol. 21, 4444–4454

References

REVIEWS



REVIEWS DDT • Volume 10, Number 2 • January 2005

Review
s •D

R
U

G
 D

ISC
O

V
ER

Y
 TO

D
A

Y

114 www.drugdiscoverytoday.com

27 Cavo, M. et al. (2004) First-line therapy
with thalidomide and dexamethasone in
preparation for autologous stem cell
transplantation for multiple myeloma.
Haematologica 89, 826–831

28 Palumbo, A. et al. (2004) Efficacy of low-
dose thalidomide and dexamethasone as
first salvage regimen in multiple myeloma.
Hematol. J. 5, 318–324

29 Palumbo, A. et al. (2003) Oral melphalan,
prednisone and thalidomide for newly-
diagnosed myeloma. Blood 102, Abstract 509

30 Barrett, A. (2004) Myelodysplastic syndrome
– an example of misguided immune
surveillance. Leuk. Res. 28, 1123–1124

31 Wines, N. et al. (2002) Thalidomide in
dermatology. Australas. J. Dermatol. 43,
229–240

32 Housman, T. et al. (2003) Low-dose
thalidomide therapy for refractory
cutaneous lesions of lupus erythematosus.
Arch. Dermatol. 139, 50–54

33 Ginsberg, P. et al. (2001) Thalidomide
treatment for refractory Crohn’s disease: a
review of the history, pharmacological
mechanisms and clinical literature. Ann.
Med. 33, 516–525

34 Schwartzman, R. and Popescu, A. (2002)
Reflex sympathetic dystrophy. Curr.
Rheumatol. Rep. 4, 165–169

35 Rajkumar, S. et al. (2001) Complete
resolution of reflex sympathetic dystrophy
with thalidomide treatment. Arch. Intern.
Med. 161, 2502–2503

36 Schwartzman, R. et al. (2003) Thalidomide
has activity in treating chronic regional
pain syndrome. Arch. Intern. Med. 163,
1487–1488

37 Corral, L. and Kaplan, G. (1999)
Immunomodulation by thalidomide and
thalidomide analogues. Ann. Rheum. Dis.
58, I107–I113

38 Sampaio, E. et al. (1991) Thalidomide
selectively inhibits tumor necrosis factor α
production by stimulated human
monocytes. J. Exp. Med. 173, 699–703

39 Muller, G. et al. (1999) Amino-substituted
thalidomide analogs: potent inhibitors of
TNF-alpha production. Bioorg. Med. Chem.
Lett. 9, 1625–1630

40 Richardson, P. et al. (2002)
Immunomodulatory drug CC-5013
overcomes drug resistance and is well
tolerated in patients with relapsed multiple
myeloma. Blood 100, 3063–3067

41 List, A. et al. (2003) Efficacy and safety of
CC-5013 for treatment of anemia in
patients with myelodysplastic syndrome
(MDS). Blood 102 Abstract, 641

42 Sison, B. et al. (2004) Phase II of CC-4047
in patients with metastatic hormone-
refractory prostate cancer. Proc. Am. Soc.
Clin. Oncol. Abstract 4701

43 Corral, L. et al. (1996) Selection of novel
analogs of thalidomide with enhanced

tumor necrosis factor alpha inhibitory
activity. Mol. Med. 2, 506–515

44 Moreira, A. et al. (1992) Thalidomide exerts
its inhibitory action on TNF-α by
enhancing mRNA degradation. J. Exp. Med.
177, 1675–1680

45 Corral, L. et al. (1999) Differential cytokine
modulation and T cell activation by 2
distinct classes of thalidomide analogues
that are potent inhibitors of TNF-α.
J. Immunol. 163, 380–386

46 Haslett, P. et al. (1998) Thalidomide
costimulates primary human T
lymphocytes, preferentially inducing
proliferation, cytokine production, and
cytotoxic responses in the CD8+ subset. 
J. Exp. Med. 187, 1885–1982

47 Bartlett, J. et al. (2004) The evolution of
thalidomide and its IMiD derivatives as anti-
cancer agents. Nat. Rev. Cancer 4, 314–322

48 Geitz, H. et al. (1996) Thalidomide
selectively modulates the density of cell
surface molecules involved in the adhesion
cascade. Immunopharmacology 31, 213–221

49 Verbon, A. et al. (2000) A single oral dose
of thalidomide enhances the capacity of
lymphocytes to secrete gamma interferon
in healthy humans. Antimicrob. Agents
Chemother. 44, 2286–2290

50 Dredge, K. et al. (2002) Protective antitumor
immunity induced by a costimulatory
thalidomide analog in conjunction with
whole tumor cell vaccination is mediated
by increased Th1-type immunity. 
J. Immunol. 168, 3914–4919

51 Oliver, S. (2000) The Th1/Th2 paradigm in
the pathogenesis of scleroderma and its
modulation by thalidomide. Curr.
Rheumatol. Rep. 2, 486–491

52 Schafer, P. et al. (2003) Enhancement of
cytokine production and AP-1
transcriptional activity in T cells by
thalidomide-related immunomodulatory
drugs. J. Pharmacol. Exp. Ther. 305,
1222–1232

53 McHugh, S. et al. (1995) The
immunosuppressive drug thalidomide
induces T helper cell type 2 (Th2) and
concomitantly inhibits Th1 cytokine
production in mitogen- and antigen-
stimulated human peripheral blood
mononuclear cell structures. Clin. Exp.
Immunol. 99, 160–167

54 Davies, F. et al. (2001) Thalidomide and
immunomodulatory derivatives augment
natural killer cell cytotoxicity in multiple
myeloma. Blood 98, 210–216

55 Guttridge, D. et al. (1999) NF-κB controls
cell growth and differentiation through
transcriptional regulation of cyclin D1.
Mol. Cell. Biol. 19, 5785–5799

56 Wang, C. et al. (1998) NF-κB anti-apoptosis:
induction of TRAF1 and TRAF2 and c-1AP1
and c-1AP2 to suppress caspase-8
activation. Science 281, 1680–1683

57 Mayo, M. and Baldwin, A. (2000) The
transcription factor NF-κB control of
oncogenesis and cancer therapy resistance.
Biochim. Biophys. Acta 1470, M55–M62

58 Cheshire, J. and Baldwin, A. (1997)
Synergistic activation of NF-κB by tumor
necrosis factor ? and ? interferon via
enhanced 1 ?B ? degradation and de novo 1
?B ? degradation. Mol. Cell. Biol. 17,
6746–6754

59 Keifer, J. et al. (2001) Inhibition of NF-κB
activity by thalidomide through
suppression of IκB kinase activity. J. Biol.
Chem. 276, 22382–22387

60 D’Amato, R. et al. (1994) Thalidomide is an
inhibitor of angiogenesis. Proc. Natl. Acad.
Sci. U. S. A. 91, 4082–4085

61 Dredge, K. et al. (2002) Novel thalidomide
analogues display anti-angiogenic activity
independently of immunomodulatory
effects. Br. J. Cancer 87, 1166–1172

62 Gupta, D. et al. (2001) Adherence of multiple
myeloma cells to bone marrow stromal cells
upregulates vascular endothelial growth
factor secretion: therapeutic applications.
Leukemia 15, 1950–1961

63 Hideshima, T. et al. (2000) Thalidomide
and its analog overcome drug resistance of
human multiple myeloma cells to
conventional therapy. Blood 96, 43–2950

64 Mitsiades, N. et al. (2002) Apoptotic
signaling induced by immunomodulatory
thalidomide analogs in human multiple
myeloma cells: therapeutic implications.
Blood 99, 4525–4530

65 Payvandi, F. et al. (2004) Immunomodulatory
drugs (IMiDs) inhibit expression of
cyclooxygenase-2 from TNF-α, IL-1β and LPS
stimulated PBMC in partially IL-10-
dependent manner. Cell. Immunol. 230,
81–88

66 Teo, S. Properties of thalidomide and its
analogues: implications for cancer therapy.
Am. Assoc. Pharma. Sci. (in press)

67 Hernandez-Ilizaliturri, F. et al. (2003)
Addition of immunomodulatory drugs 
CC-5013 of CC-4047 to Rituximab
enhances anti-tumor activity in a severe
combined immunodeficiency (SCID)
mouse lymphoma model. Blood 102,
Abstract 235

68 Holkova, B. et al. (2003) Exposure of 
non-Hodgkin’s lymphoma (NHL) to the
immunomodulatory drugs (IMiDs) CC-5013
and CC-4047 results in cell growth arrest
and induction of apoptosis. Proc. Natl.
Acad. Sci. U. S. A. 44, Abstract 1693

69 Newman, L. et al. (1993) Assessment of the
effectiveness of animal developmental
toxicity testing for human safety. Reprod.
Toxicol. 7, 359–390

70 Zeldis, J. et al. (1999) S.T.E.P.S.™: A
comprehensive program for controlling
and monitoring access to thalidomide.
Clin. Ther. 21, 319–330


	Thalidomide as a novel therapeutic agent: new uses for an old product
	Current experimental uses of thalidomide
	Anti-cancer activity
	Dermatological and anti-inflammatory activities
	Pain

	Current clinical trials of thalidomide analogues
	Immunomodulatory and non-immunomodulatory properties
	Immunomodulatory properties
	Inhibition and stimulation of cytokines
	Co-stimulation of primary human T cells
	Modification of surface cell adhesion molecules
	Stimulation of Th1 immunity
	Induction of natural killer cells
	Inhibition of nuclear factor-kappa B activity

	Non-immunomodulatory properties
	Anti-angiogenic activity
	Anti-proliferative and pro-apoptotic activity
	Cyclooxygenase-2 inhibition


	Mechanisms of action in multiple myeloma
	Mechanisms of action in solid tumors
	The STEPSreg program for commercial thalidomide use
	Future of thalidomide and the IMIDregs
	References


