
UCLA
UCLA Previously Published Works

Title
Surgical Downstaging in an Open-Label Phase II Trial of Denosumab in Patients with 
Giant Cell Tumor of Bone

Permalink
https://escholarship.org/uc/item/7kw2f44d

Journal
Annals of Surgical Oncology, 22(9)

ISSN
1068-9265

Authors
Rutkowski, Piotr
Ferrari, Stefano
Grimer, Robert J
et al.

Publication Date
2015-09-01

DOI
10.1245/s10434-015-4634-9
 
Peer reviewed

eScholarship.org Powered by the California Digital Library
University of California

https://escholarship.org/uc/item/7kw2f44d
https://escholarship.org/uc/item/7kw2f44d#author
https://escholarship.org
http://www.cdlib.org/


ORIGINAL ARTICLE – BONE AND SOFT TISSUE SARCOMAS

Surgical Downstaging in an Open-Label Phase II Trial
of Denosumab in Patients with Giant Cell Tumor of Bone
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ABSTRACT

Background. Surgical resection with curative intent for

giant cell tumor of bone (GCTB) may be associated with

severe morbidity. This interim analysis evaluated reduction

in surgical invasiveness after denosumab treatment in pa-

tients with resectable GCTB.

Methods. Patients with primary or recurrent GCTB, for

whom the initially planned surgery was associated with

functional compromise or morbidity, received denosumab

120 mg subcutaneously every 4 weeks (additional doses on

days 8 and 15 of the first cycle). Planned and actual GCTB-

related surgical procedures before and after denosumab

treatment were reported. Patients were followed for sur-

gical outcome, adverse events, and recurrence following

resection.

Results. Overall, 222 patients were evaluable for surgical

downstaging (54 % were women; median age 34 years).

Lesions (67 % primary and 33 % recurrent) were located in

the axial (15 %) and appendicular skeleton (85 %). At the

data cutoff date, most patients had not yet undergone sur-

gery (n = 106; 48 %) or had a less morbid procedure

(n = 84; 38 %) than originally planned. Median (in-

terquartile range) time on denosumab was 19.5 (12.4–28.6)

months for the 106 patients who had not undergone surgery

and were continuing on monthly denosumab. Native joint

preservation was 96 % (n = 24/25) for patients with plan-

ned joint/prosthesis replacement and 86 % (n = 30/35) for

patients with planned joint resection/fusion. Of the 116

patients who had surgery (median postsurgical follow-up

13.0 [8.5–17.9] months), local recurrence occurred in 17

(15 %) patients.

Conclusion. For patients with resectable GCTB, neoad-

juvant denosumab therapy resulted in beneficial surgical

downstaging, including either no surgery or a less morbid

surgical procedure.

Giant cell tumor of bone (GCTB) is an aggressive, bone

lytic, osteoclastogenic stromal tumor that mainly occurs in

young adults.1,2 It commonly presents as an epiphyseal,

monostotic lytic lesion most often found in the distal fe-

mur, proximal tibia, and distal radius.1 It is characterized

by progressive growth and geographic bone lysis, leading

to cortical bone expansion or dissolution with or without

soft tissue extension. Symptoms generally include pain,

swelling, and impaired mobility and function.1 Local me-

chanical load and joint function compromise are common

Electronic supplementary material The online version of this
article (doi:10.1245/s10434-015-4634-9) contains supplementary
material, which is available to authorized users.

� The Author(s) 2015. This article is published with open access

at Springerlink.com

First Received: 1 January 2015

P. Rutkowski, MD, PhD

e-mail: rutkowskip@coi.waw.pl

Ann Surg Oncol

DOI 10.1245/s10434-015-4634-9

http://dx.doi.org/10.1245/s10434-015-4634-9
http://crossmark.crossref.org/dialog/?doi=10.1245/s10434-015-4634-9&amp;domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1245/s10434-015-4634-9&amp;domain=pdf


in untreated disease. Rarely, GCTB can undergo malignant

transformation. In addition, 1–4 % of GCTB cases give rise

to pulmonary metastases even when the histologic ap-

pearance remains benign.3

Currently, surgical removal of the lesion remains the

only curative intent treatment for GCTB;4 however, local

recurrence or metastasis can still occur following curative

intent surgery with modern imaging and high-speed bur-

ring.5,6 The most common form of surgical treatment for

GCTB is aggressive local curettage with or without packing

of the defect with bone cement or bone graft and internal

fixation. The aim of this approach is to remove the tumor

while preserving the local functional anatomy, including the

articular joint surface. Varying rates of local recurrence

have been reported after intralesional surgical therapy, and

have led to the suggestion that the use of local adjuvants

such as phenol, peroxide, water, or liquid nitrogen may

further improve local control.7–11 More aggressive surgical

approaches employing wide resection of the involved bone

may be chosen to achieve tumor removal and potentially

decrease the risk of local recurrence, at the cost of greater

functional compromise.7 Major excision and resection of

the involved bone (e.g. amputation, joint resection, or

hemipelvectomy) for advanced GCTB,3 even if some form

of bone or joint reconstruction is possible, is associated with

significant functional deficit or morbidity.12

Denosumab, a monoclonal antibody directed against the

receptor activator of nuclear factor-kappa b ligand

(RANKL), has recently been approved in the United States,

Europe, and Japan for the treatment of adults and skeletally

mature adolescents with GCTB that is unresectable or when

surgical resection is likely to result in severe morbidity.13–15

GCTB has been shown to be pathogenetically driven by

pervasive expression of osteoclastic differentiation signals

by tumor mononuclear stromal cells.16–19 Immunohisto-

chemical and molecular probes have shown that stromal cell

elements of GCTB strongly produce and express

RANKL.17 RANKL appears to play an autocrine role in

lesion development fostering and maintaining osteoclast

formation, activation, and survival,18 resulting in con-

tinuous bone resorption19,20 via activating RANK receptor-

positive osteoclast-like giant cells and their precursors.16,21

Previous results from an open-label, single-arm, phase II

study demonstrated sustained denosumab-induced tumor

responses in patients with GCTB (based on assessment of

histologic or radiologic response).22 Denosumab treatment

produced rapid and substantial suppression of bone turn-

over and significant reduction in the numbers of

multinucleated giant cells seen in post-treatment resection

specimens, as well as a marked reduction in the number

and cross-sectional area of residual mononuclear stromal

cells.17,22 There was a consistent finding of complete or

near complete elimination of RANKL-producing stromal

cells and disappearance of original RANK-positive

multinuclear giant cells, along with the concomitant pro-

duction of osteoid and new woven bone.17,22 These

histopathologic changes correlated with an increase in ra-

diographic density on computed tomography scanning.22

An initial planned interim analysis of the first 100 patients

treated with denosumab therapy whose planned surgery

was associated with severe morbidity found that 74 % had

not undergone surgery for GCTB and that 16 % had a

surgical procedure associated with less morbidity.23 At a

median follow-up of 9.2 months (interquartile range [IQR]

4.2–12.9 months), 61 % of patients derived clinical benefit

from denosumab, including pain reduction and improved

mobility and function.23 In this study, we confirm and

extend the results from the initial interim downstaging

analysis23 and report detailed results from an unplanned

interim analysis, performed at regulatory agency request, in

222 denosumab-treated patients with evaluable, resectable

GCTB whose initially planned curative intent surgery was

expected to result in severe morbidity.

METHODS

Patients and Procedures

The study design and inclusion/exclusion criteria for this

open-label, phase II study were previously reported

(ClinicalTrials.gov identifier NCT00680992).23 Briefly,

adults or skeletally mature adolescents (C12 years of age)

weighing C45 kg with radiologic evidence of C1 mature

long bone, histologically confirmed GCTB, radiographically

measurable active disease within 1 year before study en-

rollment, and Karnofsky performance status C50 % were

enrolled. Exclusion criteria included concurrent use of al-

ternative treatments for GCTB; known or suspected

diagnosis of sarcoma, non-GCTB, giant cell–rich tumors,

brown cell bone tumor of hyperparathyroidism, or Paget

disease; diagnosis of a second malignancy in the past

5 years; history or current evidence of osteonecrosis or os-

teomyelitis of the jaw, active dental or jaw problems

necessitating oral surgery, or nonhealed dental or oral sur-

gery; or pregnancy.

Enrolled patients were separated into three cohorts.23

Patients from cohort 2 who were evaluable for surgical

downstaging were included in this analysis. These patients

had planned GCTB surgery that was associated with func-

tional compromise or severe morbidity based on either the

planned procedure, such as joint resection, limb amputation,

or hemipelvectomy, or the extent or location of the lesion.

The study was approved by the independent ethics com-

mittee or institutional review board for each study center. All

patients provided written informed consent. The cutoff date

for the data analysis was 30 August 2013.

P. Rutkowski et al.



Procedures

Patients received open-label subcutaneous denosumab

120 mg every 4 weeks, with additional doses administered

on days 8 and 15 during the first month of therapy only.

For patients who had complete tumor resection, denosumab

therapy continued for six additional doses after resection.

In all other cases, denosumab therapy continued per pro-

tocol until either disease progression, recommendation of

discontinuation by the investigator or sponsor, absence of

clinical benefit according to the investigator’s judgment,

withdrawal of patient consent, pregnancy, or use of any

proscribed treatments. All patients were strongly advised to

take daily supplements of C500 mg calcium and C400 IU

vitamin D.

Curative intent surgical procedures planned at study entry

were recorded prospectively, and actual surgical procedures

performed after denosumab treatment were reported by in-

vestigators. Procedure selection and timing were based on

serial review of radiographic imaging and clinical response

by the treating physician. Disease status and clinical benefit

(investigator-determined, every 4 weeks) were based on

physical examination, patient report of symptoms, and serial

radiologic imaging assessment per local standard practice.

Serial radiographic assessments24,25 of GCTB lesions were

performed per local practice guidelines, and the recom-

mended surgical intervention was provided; the procedure

was ranked using an invasiveness and postsurgical func-

tional deficit scale.12,24 The initially recommended surgeries

ranged from curettage to hemipelvectomy (invasive-

ness/postoperative functional impairment scale detailed in

electronic supplementary Table S1).

Safety Assessment

Adverse events (AEs) and serious AEs (SAEs) were

recorded and graded according to National Cancer Institute

Common Terminology Criteria for Adverse Events (CTCAE)

version 3.0.23.26

Statistical Analysis

Statistical analyses were descriptive in nature, and only

summary statistics were presented. Efficacy and safety analyses

included patients who enrolled, received at least one dose of

denosumab, and were evaluable for surgical downstaging. No

formal sample size calculations were undertaken. Descriptive

statistics included median (IQR) as appropriate for continuous

variables, and frequency (%) for categorical variables.

RESULTS

Baseline demographics and disease characteristics of

patients in our cohort are shown in Table 1 and Fig. 1. Of

the 222 patients enrolled and evaluable for surgical

downstaging, 54.1 % (n = 120) were female and 80.2 %

(n = 178) were white. The median (IQR) age was 34 (25–

44) years. The lesions were in the lower (52.7 %; n = 117)

and upper (27.9 %; n = 62) extremities or axial skeleton

(14.9 %; n = 33). The majority (66.7 %; n = 148) of pa-

tients presented with primary GCTB, and 33.3 % (n = 74)

of patients had a recurrent tumor following a previous

curative intent surgical procedure.

Exposure and Treatment Duration

As of the cutoff date for this analysis, the 222 patients

enrolled in this surgical downstaging cohort were treated

with denosumab for a median (IQR) duration of 15.3

(12.1–23.6) months. In the 106 patients who had not yet

had surgery and continued on monthly denosumab per

TABLE 1 Baseline demographics and disease characteristics

Demographics/

characteristics

Primary

GCTB

(n = 148)

Recurrent

GCTB

(n = 74)

All patientsa

(N = 222)

Sex, n (%)

Female 80 (54.1) 40 (54.0) 120 (54.1)

Male 68 (45.9) 34 (46.0) 102 (45.9)

Race/ethnicity, n (%)

White 117 (79.1) 61 (82.4) 178 (80.2)

Asian 10 (6.8) 4 (5.4) 14 (6.3)

Hispanic 10 (6.8) 3 (4.1) 13 (5.9)

Black 8 (5.4) 4 (5.4) 12 (5.4)

Other 3 (2.0) 2 (2.7) 5 (2.3)

Age, years, median

(Q1, Q3)

34 (26, 43) 35

(25, 46)

34 (25, 44)

GCTB presentation status, n (%)

Primary 148 – 148 (66.7)

Recurrent – 74 74 (33.3)

Planned surgery at presentation, n (%)b

Hemipelvectomy 10 (6.8) 0 10 (4.5)

Amputation 21 (14.2) 17 (23.0) 38 (17.1)

Joint/prosthesis

replacement

17 (11.5) 8 (10.8) 25 (11.3)

Joint resection/fusion 22 (14.9) 11 (14.9) 33 (14.9)

En bloc resection 57 (38.5) 26 (35.1) 83 (37.4)

En bloc excision 4 (2.7) 4 (5.4) 8 (3.6)

Marginal excision 1 (0.7) 0 1 (\1.0)

Curettage 9 (6.1) 8 (10.8) 17 (7.7)

Other 7 (4.7) 0 7 (3.2)

GCTB giant cell tumor of bone, Q1, Q3 quartile 1, quartile 3
a Patients evaluable for surgical downstaging
b Percentages may not add up to 100 due to rounding

GCTB Surgical Downstaging



protocol, a median (IQR) of 22.5 (15.0–34.0) doses of

denosumab were administered for a median of 19.5 (12.4–

28.6) months (electronic supplementary Fig. S1, Panel A).

In the 116 patients who underwent surgery, the median

(IQR) duration of denosumab treatment was 14.2 (12.0–

17.7) months (electronic supplementary Fig. S1, Panel B).

Treatment with denosumab resulted in radiologic evidence

of an arrest in bone lysis and the interval development of

new intralesional calcification (measured as increasing

density [average Hounsfield unit density] on computed

tomography), increases in cortical bone thickness (includ-

ing the reappearance of cortical integrity), and an overall

reduction in GCTB lesion size (measured in terms of

longest measured lesion diameter) [example radiographs

shown in Fig. 2].

Planned Versus Performed Surgery

In this cohort of patients, most had either not yet un-

dergone surgery (48 %; n = 106/222) and remained on

denosumab therapy or had undergone a less morbid pro-

cedure than originally planned (38 %; n = 84/222;

Table 2). High morbidity procedures were avoided in 80 %

of patients with either a planned hemipelvectomy (n = 8/

10) or planned amputation (n = 32/40). Eighty-eight per-

cent (n = 7/8) of patients with a planned en bloc excision

and 37 % (n = 31/85) of patients with a planned en bloc

resection were managed without surgical intervention in

the reported follow-up period. Of the 85 patients with a

planned en bloc resection, 85 % (n = 71) were able to

have a less invasive or bone excision–sparing procedure or

no surgery at all. The native joint preservation rate was

96 % (n = 24/25) in patients with a planned joint/pros-

thesis replacement and 86 % (n = 30/35) in patients with a

planned joint resection/fusion. Of the 18 patients with

planned curettage at baseline, 44 % (n = 8) required no

surgery, 39 % (n = 7) underwent curettage as planned, and

17 % (n = 3) required en bloc resection.

Procedures associated with a higher surgical morbidity

were performed in six cases on study that were not planned

at study entry. There were three cases in which curettage

was planned and an en bloc resection was performed: two

cases with lesions located in vertebral bodies, associated

with significant soft tissue extension and bony destruction

involving adjoining ribs with significant spinal cord com-

pression, and one case with a rapidly growing 7-cm mass

that originated in the posterior iliac spine but displayed

evidence of cortical break and had invaded the paraverte-

bral and psoas muscles extensively. For the remaining three

cases, there was one case each in which an en bloc excision

was planned and an en bloc resection was performed

(proximal tibia lesion that had recurred twice before re-

ferral for trial enrollment), an en bloc resection was

planned and a joint/prosthesis replacement was performed

(recurrent proximal tibia lesion that had been resected

13 months previously with placement of hardware), and a

n=222/106 
Baseline bone location and count for 
treated patients/patients who did not 
undergo surgery 

Humerus 16/7

Femur 45/20

 Tibia 62/27

Skull 1/1 

Hyoid 1/0 

Scapula 1/1

Radius 32/13

Fibula 5/1

Calcaneus 3/2 Talus 2/1 

Phalanx (first finger) 2/1 

Lumbar vertebrae 4/3Lumbar vertebrae 4/3

Sacrum 13/9Sacrum 13/9
Ulna 5/3Ulna 5/3

Calcaneus 3/2

Thoracic vertebrae 4/2Thoracic vertebrae 4/2

Pelvis (incl. ilium, ischium) 20/11Pelvis (incl. ilium, ischium) 20/11

50% lesions remain on treatment 
where initial n>2 

Midhand (metacarpal, carpal) 6/4

FIG. 1 Giant cell tumor of bone lesion location at baseline and operative status. Lesion locations highlighted in blue show sites where C50 % of

patients remain on denosumab without curative intent surgery

P. Rutkowski et al.



marginal excision was planned and an amputation per-

formed (proximal first phalanx lesion with radiographic

evidence of involvement of the articulating distal meta-

carpal head).

This cohort study is remarkable in that 33 % of patients

who enrolled had already had one or more local recur-

rences after failed primary curative intent surgery. The

patients with locally recurrent GCTB had very similar re-

sults to those seen in the primary GCTB population.

Specifically, 45 (61 %) had not yet undergone surgery at

the data cutoff date, 17 (23 %) underwent a less morbid

procedure, 10 (14 %) underwent surgery as planned, and

only 2 (3 %) underwent a more invasive morbid procedure.

Importantly, of 17 initially recommended amputations in

the locally recurrent population, none were required to date

(see outcomes in patients following local recurrence in

electronic supplementary Table S2).

Median (IQR) duration of postoperative follow-up for

all patients (n = 116) who underwent curative intent sur-

gery was 13.0 (8.5–17.9) months. Local recurrence was

reported in 15 % (n = 17/116) of patients who had sur-

gery. The median duration of postoperative time until

recurrence in the 17 patients who experienced local re-

currence was 13.6 (10.5–15.7) months. In the 99 patients

who underwent surgery but had not experienced recurrence

by the time of data cutoff, the median postoperative follow-

up time was 12.9 (7.8–18.0) months (see electronic sup-

plementary Fig. S2). Of the 17 patients with local

recurrence following denosumab therapy, 14 underwent

curettage as their initial on-study GCTB surgery, 2

Before Denosumab After Denosumab
a b

c d

FIG. 2 Example of radiographic

images of giant cell tumor of bone of

the proximal humerus and distal femur

before (a, c) and after (b, d) denosumab

therapy. The initial lesions were

expansile with a thin peripheral

calcified shell and primarily soft tissue

density centrally (a) and showed

extensive soft tissue displacement with

progression following radiotherapy 2

years previously (c). After 4 months of

treatment with denosumab, the

peripheral calcification was thicker, the

central lesion more heavily

mineralized, and the overall size was

slightly decreased (b, d)

GCTB Surgical Downstaging



underwent en bloc resection, and 1 had a joint resection.

The median number of doses of denosumab given in the

adjuvant setting per protocol was 6.0 (IQR 3.0–6.0). Local

recurrence was reported in 5 of the 29 patients (17 %) with

recurrent GCTB at enrollment who underwent surgery after

on-study treatment with denosumab.

Adverse Events

AEs of any grade occurring with[10 % frequency were

as follows: arthralgia (24.8 %), fatigue (20.7 %), pain in

extremity (19.4 %), headache (18.9 %), nausea (18.0 %),

and back pain (10.8 %). Grade 3 or 4 AEs occurring with a

C1 % frequency were hypophosphatemia (2.7 %) and pain

in extremity (1.4 %). Twenty-one (9.5 %) patients experi-

enced SAEs, and nine (4.1 %) experienced AEs that

resulted in treatment discontinuation (Table 3). Of the

21 SAEs reported by investigators, only two occurred

more frequently than once (appendicitis and osteitis;

both n = 2, 0.9 %). There was one case each of

osteonecrosis, nondisplaced tibia fracture, back pain, other

neoplasm, and myeloproliferative disorder. Four (1.8 %)

patients were reported with malignant GCTB transforma-

tion on study: two within-field, radiation-associated

sarcomatous transformations at 4 and 6 years after radio-

therapy, respectively, and two with pelvic or sacral GCTB

lesions that progressed on denosumab by 257 days of ex-

posure. In each of these latter two cases, a diagnosis of

primary malignant GCTB was felt by the investigator to

have been missed by sampling error at initial core biopsy.

Nonserious occurrences of hypocalcemia were observed in

3.2 % of patients; no serious occurrences were reported.

Only one patient reported osteonecrosis of the jaw

(CTCAE grade 1), which resolved by the data cutoff date.

DISCUSSION

Among patients with resectable GCTB treated with

denosumab and for whom curative intent surgery was

planned and believed to be associated with significant

morbidity before enrollment, 48 % had not yet undergone

surgery altogether and remained on monthly denosumab

treatments at the time of the data cutoff. Another 38 % of

patients were treated with denosumab and underwent a less

invasive surgical procedure than was planned at study en-

try. The patients who underwent a curative intent procedure

while on study have not yet experienced an increased local

recurrence rate (15 %, at a median postoperative follow-up

TABLE 2 Planned versus actual surgery in the study cohort (N = 222)

Actual On-Study Procedure, n (%) 

Planned Procedure
No Surgery 

(n=106) 
Curettage 

(n=80) 

Marginal 
Excision 

(n=3) 

En Bloc 
Excision 

(n=1) 

En Bloc 
Resection 

(n=20) 

Joint 
Resection 

(n=5) 

Joint/Prosthesis 
Replacement 

(n=6) 
Amputation

(n=1) 
Hemipelvectomy 
(n=10) 

8 (80.0) 1 (10.0) – – – – 1 (10.0) – 

Amputation 
(n=40)  

32 (80.0) 3 (7.5) 2 (5) – – – 3 (7.5) – 

Joint/prosthesis 
replacement 
(n=25)  

6 (24.0) 16 (64.0) – 1 (4.0) 1 (4.0) – 1 (4.0) – 

Joint resection/ 
fusion 
(n=35)  

14 (40.0) 14 (40.0) – – 2 (5.7) 5 (14.3) – – 

En bloc resection 
(n=85)  

31 (36.5) 39 (45.9) 1 (1.2) – 13 (15.3) – 1 (1.2) – 

En bloc excision 
(n=8)  

7 (87.5) – – – 1 (12.5) – – – 

Marginal excision 
(n=1)  

0 – – – – – – 1 (100.0) 

Curettage 
(n=18)  

8 (44.4) 7 (38.9) – – 3 (16.7) – – – 

No surgery 
n=106 

Less morbid 
n=84 

Planned 
n=26 

More morbid 
n=6 

P. Rutkowski et al.



of 13.0 months for the 116 patients who underwent sur-

gery) or rebound effect following discontinuation of

denosumab treatment. These results support the conclusion

that denosumab therapy may represent an important option

for patients with resectable GCTB to avoid immediate

surgery, control disease, or achieve equivalent surgical

outcomes with less morbid procedures.

For patients with resectable GCTB tumors, disease

control can be achieved with wide surgical excision or less

invasive intralesional curettage. GCTB is usually surgically

treated with intralesional curettage combined with high-

speed burring, which is the least invasive surgical option,

improving the thoroughness of tumor removal and allowing

preservation of the joint adjacent to the tumor. Recurrence

rates associated with intralesional curettage using bone

graft as void filler and no additional adjuvants (such as

cryotherapy or phenol) are reported to be between 12 and

65 %.25,27–33 Although wide excision is associated with a

lower risk of local recurrence (up to 12 %),25,27,28,30,34 it is

necessarily associated with poorer long-term functional

consequences due to greater bone loss and the limitation of

joint motion due to resection reconstruction. In view of

these risks, deferring surgery or downstaging the surgical

procedure needed to treat GCTB may offer substantial

clinical benefits to patients.

Denosumab may permit less invasive procedures for

patients with GCTB without deleterious outcomes, possi-

bly serving as a contrast to previous reports indicating that

highly morbid procedures are required to limit disease

progression and recurrence.25,33,35,36 The native joint

preservation was [85 % in patients with planned joint/

prosthesis replacement or joint resection/fusion with

denosumab treatment. In addition, even in cases where

prosthetic replacement was performed, reduction in the size

of the tumor mass and bone healing around the periphery of

the tumor can facilitate complete en bloc tumor resection.

Furthermore, there are several patients in the study in

whom highly invasive surgery (e.g. amputation,

hemipelvectomy, or axial skeleton surgery) was planned

who remained on treatment with denosumab after achiev-

ing disease control, thus far without the need for highly

invasive surgical intervention.

Recurrence rates in this study following surgical resection

were similar to published experience (between 12 and

65 %25,27–33), which is particularly notable given the loca-

tion of the tumors in our cohort, as well as the number of

patients (n = 74; 33.3 %) with recurrent disease. These

findings suggest that downstaging of the surgical invasive-

ness in patients treated with denosumab has not given rise to

an increase in recurrence rate at a median postoperative

follow-up of 13.0 months. Although these data must be in-

terpreted with some caution given the follow-up time,

previous collaborative group studies34 and longitudinal in-

stitutional case series9,31 have shown that local recurrence

following surgery tends to occur predominantly within the

first postoperative 12–18 months. No new safety risks were

observed in this population of patients with GCTB receiving

denosumab therapy. Osteonecrosis of the jaw, as well as

hypocalcemia, were observed at low rates, consistent with

previous studies of denosumab.23 Additional protocol-di-

rected follow-up time of these patients (for 60 months total

following surgery) will continue to reveal whether surgical

downstaging modifies the long-term risk of postsurgical lo-

cal recurrences in this population.

We report six cases in which procedures associated with

a higher surgical morbidity that were not planned at study

entry were performed on study. In each of these cases, the

patient experienced radiographic response (defined as a

reduction in size and/or increase in calcification), clinical

benefit (defined as a reduction in pain and/or improvement

in function or mobility), or both. Aside from a grade 3

wound infection in the patient who underwent resection of

his iliac lesion, there were no reported intraoperative or

postoperative surgical complications, and none of these six

TABLE 3 Patients with adverse eventsa

Patients with AEs Study cohort (N = 222)

[n (%)]

Overall safety summary 193 (86.9)

AEs occurring with[10 % frequency

Arthralgia 55 (24.8)

Fatigue 46 (20.7)

Pain in extremity 43 (19.4)

Headache 42 (18.9)

Nausea 40 (18.0)

Back pain 24 (10.8)

Grade 3 or 4 AEs 33 (14.9)

Hypophosphatemiab 6 (2.7)

Pain in extremityb 3 (1.4)

Serious AEs 21 (9.5)

AEs leading to treatment discontinuation 9 (4.1)

AEs of interest

Hypocalcemia (nonserious) 7 (3.2)

Serious infections 6 (2.7)

Adjudicated positive osteonecrosis of

the jawc
1 (\1)

AE adverse event
a Based on Medical Dictionary for Regulatory Activities, version

14.1, and Common Terminology Criteria for Adverse Events, version

3.0
b Hypophosphatemia and pain in extremity were the only grade 3 or 4

AEs occurring with a frequency C1 %
c One case of osteonecrosis of the jaw resolved by the cutoff date

GCTB Surgical Downstaging



patients had experienced local or distant recurrence at the

time of the data cutoff.

CONCLUSIONS

As of the cutoff date for this interim analysis, treatment

with denosumab decreased the need for surgical interven-

tion and reduced surgical morbidity in patients with GCTB

who underwent surgery with curative intent. These findings

support the use of denosumab in a preoperative setting to

defer or downstage the planned surgical procedure in pa-

tients with GCTB when surgical resection is likely to result

in severe morbidity.

ACKNOWLEDGMENTS This work was funded by Amgen Inc.

Medical writing support was provided by Rick Davis, MS, Meghan

Johnson, PhD (on behalf of Amgen Inc.), and Albert Rhee, PhD

(Amgen Inc.).

DISCLOSURE Piotr Rutkowski and Leanne L. Seeger have re-

ceived honoraria from Amgen Inc.; Stefano Ferrari has served on

advisory boards for Amgen Inc. and GlaxoSmithKline, has received

research funding from MolMed, Pharmar, Morphotek, and Amgen

Inc., and has received honoraria from Takeda; Robert J. Grimer has

served on advisory boards for Amgen Inc.; Sander P.D. Dijkstra has

served on advisory boards for Implantcast GmbH; and Amy Feng,

Zachary J. Roberts, and Bruce A. Bach are employed by and own

stock in Amgen Inc. Paul D. Stalley, Andrzej Pienkowski, Gualter

Vaz, and Jay S. Wunder have no disclosures to report.

OPEN ACCESS This article is distributed under the terms of the

Creative Commons Attribution 4.0 International License (http://

creativecommons.org/licenses/by/4.0/), which permits unrestricted

use, distribution, and reproduction in any medium, provided you give

appropriate credit to the original author(s) and the source, provide a

link to the Creative Commons license, and indicate if changes were

made.

REFERENCES

1. Resnick D, Kyriakos M, Greenway GD. Tumors and tumor-like

lesions of bone: imaging and pathology of specific lesions. In:

Resnick D, editor. Diagnosis of bone and joint disorders, 3rd ed.

Philadelphia: Saunders; 1995: pp. 3628–938.

2. Thomas DM, Skubitz KM. Giant cell tumour of bone. Curr Opin

Oncol. 2009;21(4):338–44.

3. Szendroi M. Giant-cell tumour of bone (GCT). In: Bentley G,

editor. European surgical orthopaedics and traumatology. The

EFORT textbook. Philadelphia: Springer; 2014: pp. 4037–54.

4. National Comprehensive Cancer Network. NCCN clinical prac-

tice guidelines in oncology (NCCN GuidelinesTM). Bone cancer.

Version 1.2015. 2014. http://www.nccn.org/professionals/

physician_gls/pdf/bone.pdf. Accessed 6 Nov 2014.

5. Siebenrock KA, Unni KK, Rock MG. Giant-cell tumour of bone

metastasising to the lungs. A long-term follow-up. J Bone Joint

Surg Br. 1998;80(1):43–47

6. Vult von Steyern F, Bauer HC, Trovik C, et al. Treatment of local

recurrences of giant cell tumour in long bones after curettage and

cementing. A Scandinavian Sarcoma Group study. J Bone Joint

Surg Br. 2006;88(4):531–5.

7. Szendroi M. Giant-cell tumour of bone. J Bone Joint Surg Br.

2004;86(1):5–12.

8. van der Heijden L, Dijkstra PD, van de Sande MA, et al. The

clinical approach toward giant cell tumor of bone. Oncologist.

2014;19(5):550–61.

9. Gaston CL, Bhumbra R, Watanuki M, et al. Does the addition of

cement improve the rate of local recurrence after curettage of giant

cell tumours in bone? J Bone Joint Surg Br. 2011;93(12):1665–9.

10. Gortzak Y, Kandel R, Deheshi B, et al. The efficacy of chemical

adjuvants on giant-cell tumour of bone. An in vitro study. J Bone

Joint Surg Br. 2010;92(10):1475–9.

11. Malawer MM, Bickels J, Meller I, et al. Cryosurgery in the

treatment of giant cell tumor. A long-term followup study. Clin

Orthop Relat Res. 1999;(359):176–88.

12. Enneking WF, Dunham W, Gebhardt MC, Malawar M, Pritchard

DJ. A system for the functional evaluation of reconstructive

procedures after surgical treatment of tumors of the muscu-

loskeletal system. Clin Orthop Relat Res. 1993(286):241–6.

13. Xgeva� (denosumab prescribing information). Thousand Oaks

(CA): Amgen Inc. 2014.

14. Daiichi-Sankyo. Daiichi Sankyo receives approval in Japan for

additional indication related to Ranmark for treatment of giant

cell tumor of bone [press release]. 2014. http://www.

daiichisankyo.com/media_investors/media_relations/press_releases/

detail/006131.html. Accessed 27 Feb 2015.

15. European Medicines Agency. Summary of product characteris-

tics: Xgeva� (denosumab). 2011. http://www.ema.europa.eu/

docs/en_GB/document_library/EPAR_-_Product_Information/

human/002173/WC500110381.pdf. Accessed 27 Feb 2015.

16. Morgan T, Atkins GJ, Trivett MK, et al. Molecular profiling of

giant cell tumor of bone and the osteoclastic localization of ligand

for receptor activator of nuclear factor kappaB. Am J Pathol.

2005;167(1):117–28.

17. Branstetter DG, Nelson SD, Manivel JC, et al. Denosumab in-

duces tumor reduction and bone formation in patients with

giant-cell tumor of bone. Clin. Cancer Res. 2012;18(16):4415–

24.

18. Steensma MR, Tyler WK, Shaber AG, et al. Targeting the giant

cell tumor stromal cell: functional characterization and a novel

therapeutic strategy. PLoS One. 2013;8(7):e69101.

19. Burgess TL, Qian Y, Kaufman S, et al. The ligand for osteo-

protegerin (OPGL) directly activates mature osteoclasts. J Cell

Biol. 1999;145(3):527–38.

20. Lacey DL, Timms E, Tan HL, et al. Osteoprotegerin ligand is a

cytokine that regulates osteoclast differentiation and activation.

Cell. 1998;93(2):165–76.

21. Atkins GJ, Haynes DR, Graves SE, et al. Expression of osteoclast

differentiation signals by stromal elements of giant cell tumors. J.

Bone Miner Res. 2000;15(4):640–49.

22. Thomas D, Henshaw R, Skubitz K, et al. Denosumab in patients

with giant-cell tumour of bone: an open-label, phase 2 study.

Lancet Oncol. 2010;11(3):275–80.

23. Chawla S, Henshaw R, Seeger L, et al. Safety and efficacy of

denosumab for adults and skeletally mature adolescents with

giant cell tumour of bone: interim analysis of an open-label,

parallel-group, phase 2 study. Lancet Oncol. 2013;14(9):901–

08.

24. Enneking WF, Spanier SS, Goodman MA. A system for the

surgical staging of musculoskeletal sarcoma. Clin Orthop Relat

Res. 1980;(153):106–20.

25. Campanacci M, Baldini N, Boriani S, Sudanese A. Giant-cell

tumor of bone. J Bone Joint Surg Am. 1987;69(1):106–14.

26. US Department of Health and Human Services. Common Ter-

minology Criteria for Adverse Events v3.0 (CTCAE). 2006.

http://ctep.cancer.gov/protocolDevelopment/electronic_applications/

docs/ctcaev3.pdf. Accessed 9 Mar 2015.

P. Rutkowski et al.

http://www.nccn.org/professionals/physician_gls/pdf/bone.pdf
http://www.nccn.org/professionals/physician_gls/pdf/bone.pdf
http://www.daiichisankyo.com/media_investors/media_relations/press_releases/detail/006131.html
http://www.daiichisankyo.com/media_investors/media_relations/press_releases/detail/006131.html
http://www.daiichisankyo.com/media_investors/media_relations/press_releases/detail/006131.html
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002173/WC500110381.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002173/WC500110381.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002173/WC500110381.pdf
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/ctcaev3.pdf
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/ctcaev3.pdf


27. Arbeitsgemeinschaft Knochentumoren, Becker WT, Dohle J, et al.

Local recurrence of giant cell tumor of bone after intralesional treat-

ment with and without adjuvant therapy. J Bone Joint Surg Am.

2008;90(5):1060–67.

28. Balke M, Schremper L, Gebert C, et al. Giant cell tumor of bone:

treatment and outcome of 214 cases. J Cancer Res Clin Oncol.

2008;134(9):969–78.

29. Blackley HR, Wunder JS, Davis AM, White LM, Kandel R,

Bell RS. Treatment of giant-cell tumors of long bones with

curettage and bone-grafting. J Bone Joint Surg Am.

1999;81(6):811–20.

30. McDonald DJ, Sim FH, McLeod RA, Dahlin DC. Giant-cell tu-

mor of bone. J Bone Joint Surg Am. 1986;68(2):235–42.

31. Prosser GH, Baloch KG, Tillman RM, Carter SR, Grimer RJ.

Does curettage without adjuvant therapy provide low recurrence

rates in giant-cell tumors of bone? Clin Orthop Relat Res.

2005(435):211–8.

32. Trieb K, Bitzan P, Lang S, Dominkus M, Kotz R. Recurrence of

curetted and bone-grafted giant-cell tumours with and without

adjuvant phenol therapy. Eur J Surg Oncol. 2001;27(2):200–2.

33. Turcotte RE, Wunder JS, Isler MH, et al. Giant cell tumor of long

bone: a Canadian Sarcoma Group study. Clin Orthop Relat Res.

2002(397):248–58.

34. Kivioja AH, Blomqvist C, Hietaniemi K, et al. Cement is

recommended in intralesional surgery of giant cell tumors: a

Scandinavian Sarcoma Group study of 294 patients followed

for a median time of 5 years. Acta Orthop. 2008;79(1):86–93.

35. Gitelis S, Mallin BA, Piasecki P, Turner F. Intralesional excision

compared with en bloc resection for giant-cell tumors of bone. J

Bone Joint Surg Am. 1993;75(11):1648–55.

36. Labs K, Perka C, Schmidt RG. Treatment of stages 2 and 3 giant-

cell tumor. Arch Orthop Trauma Surg. 2001;121(1–2):83–86.

GCTB Surgical Downstaging


	Surgical Downstaging in an Open-Label Phase II Trial 	of Denosumab in Patients with Giant Cell Tumor of Bone
	Abstract
	Background
	Methods
	Results
	Conclusion

	Methods
	Patients and Procedures
	Procedures
	Safety Assessment
	Statistical Analysis

	Results
	Exposure and Treatment Duration
	Planned Versus Performed Surgery
	Adverse Events

	Discussion
	Conclusions
	Acknowledgments
	References




