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Conclusion:  As multiple myeloma is a highly        

heterogeneous molecular disease, approaches and 

provision of care will need to be individualized            

for each patient. Because of its impressive                   

performance, bortezomib is likely to continue being 

an important part of the clinical treatment and       

management of Filipino patients with myeloma. 
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INTRODUCTION 
 

 Multiple myeloma is a malignant prolifera-

tion of plasma cells that accumulate in the bone 

marrow and results in several organ dysfunctions 

and symptoms1-3 that are debilitating and fatal.4  The 

most prominent clinical features are bone pain or 

fracture, renal failure, anemia, infections, hypercal-

cemia and occasionally clotting abnormalities, neu-

rologic symptoms and problems related to hypervis-

cosity.3 Myeloma commonly affects the elderly, aged 

65-74 years, with 69 years as median age.5 

 

Globally, multiple myeloma accounts for around 1% 

of all cancer cases and 10-15% of hematologic       

cancers.1,5 On the other hand, the incidence of multi-

ple myeloma in the Philippines is considered low at 

1.1-1.2 per 100,000 compared to the United States 

(particularly of African American origin), New Zea-

land, Martinique and Britain.5,6 In 2015, for both 

sexes, new cases in the country were estimated at 

395 while deaths were recorded at 266.7 However, 

the burden associated with the disease, including 

treatment costs, is significant for Filipino patients as 

multiple myeloma is still an incurable disease.               

Abstract  
 

Background: Multiple myeloma is a malignant             

proliferation of plasma cells that accumulate in the 

bone marrow and results in several organ dysfunc-

tions that are debilitating and fatal. For the past 20 

years, advances in the understanding of genetic            

abnormalities, interactions in the bone marrow           

microenvironment, developments in the diagnosis 

and staging in myeloma and introduction and             

incorporation of novel agents early in the disease 

course have been pivotal in the clinical treatment 

and management of patients with multiple myeloma. 

However, the burden associated with the disease, 

including treatment costs, is significant for Filipino 

patients as it is still incurable. In the Philippines, the 

introduction of bortezomib in the market in the last 

decade have brought hope to many patients by            

expanding the availability of treatment options,           

improving quality of life and extending survival. 
 

Methods: This paper documents the proceedings of 

a forum on multiple myeloma conducted last March 

2018 at Makati City. The purpose of the forum was 

to discuss the major clinical presentations of the 

disease as well as treatment and management of 

selected patients. Speakers were hematology and 

medical oncology experts in the Philippines.  
 

Results: Five cases of multiple myeloma with differ-

ent clinical presentations and management were 

discussed: (1) renal insufficiency, (2) easy fatigabil-

ity, (3) bone pain, (4) autologous stem cell/bone 

marrow transplantation and (5) coagulopathy. Short 

videos of selected patients (or their family members) 

after each presentation was showed, describing their 

treatment journey with myeloma. Other patients with 

multiple myeloma who were treated with bortezomib 

were present in the forum and briefly shared their 

experiences.  
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Current management of myeloma involves chemo-

therapy, radiotherapy and bone marrow transplanta-

tion, with the goals of controlling disease and striv-

ing for deep responses, thereby prolonging patient 

survival and maximizing quality of life.8,9 

 

 For the past 20 years, advances in the             

understanding of genetic abnormalities present in 

multiple myeloma cells, alongside interactions in the 

bone marrow microenvironment, have been pivotal 

in the diversity of available clinical treatment and 

management of patients with myeloma.10-12 In               

addition, developments in the diagnosis and staging 

of multiple myeloma contributed to the improvement 

in better provision of care and patient outcomes.9  

Furthermore, the introduction and incorporation of 

novel agents, particularly early in the disease course, 

has resulted to a paradigm shift in the treatment             

of multiple myeloma.13 Specifically, the entry of              

immunomodulatory drugs (especially thalidomide 

and lenalidomide) and proteasome inhibitors (e.g. 

bortezomib, carfilzomib) in the last 15 years have 

been pivotal in improving the median overall survival 

of patients with myeloma.14  

 

 In the Philippines, the introduction of              

bortezomib (Velcade®) in the market since 2006 

have brought hope to many patients by expanding 

the availability of treatment options as well as          

improving quality of life and outcomes. Bortezomib’s 

effectiveness and safety profile in adult Filipino             

patients with multiple myeloma as well as improve-

ment in activities of daily living have already been 

established.8  Common treatment for the disease 

used to be melphalan-prednisone (MP) combination, 

vincristine-adriamycin-dexamethasone (VAD)             

combination, thalidomide and autologous stem cell 

(bone marrow) transplantation.8  More than 10 years 

later, bortezomib has already become an important 

part of the frontline clinical treatment and manage-

ment of Filipino patients with myeloma.  

 

METHODS 
 

 This paper documents the proceedings of            

a forum on multiple myeloma treatment and          

management organized by Johnson & Johnson  

Philippines, Inc. last 13 March 2018 at Manila Penin-

sula Hotel, Makati City. The purpose of the forum 

was to discuss the major clinical presentations of 

multiple myeloma as well as treatment and manage-
ment journey of selected patients. There were              
approximately 70 attendees of this event.  
 

The program consisted of five (5) brief clinical case 

discussions with an open forum at the end of each 

case. The five (5) speaker-lecturers were the follow-

ing: (1) Dr. Marjorie Ferriols Bravo, currently affiliated 

with Providence Hospital, Marikina Doctors Hospital 

and St. Luke’s College of Medicine; (2) Dr. Pamela 

Rose Mancio, affiliated with University of Sto. Tomas 

Hospital and Asahikawa Medical University Hospital; 

(3) Dr. Maria Clariza Santos, presently affiliated with 

Manila Doctors Hospital and University of the Philip-

pines (UP) College of Medicine; (4) Dr. Alma Calav-

era, currently affiliated with University of the East-

Ramon Magsaysay (UERM) Memorial Medical Cen-

ter, UERM College of Medicine and The Medical City; 

and (5) Dr. Jesus Relos, presently affiliated with UP-

Philippine General Hospital, Asian Hospital and Medi-

cal Center, Makati Medical Center, St. Dominic Medi-

cal Center and University of Perpetual Help Rizal. The 

moderator of the forum is Dr. Ivy Escasa, currently 

affiliated with UP-Philippine General Hospital, Advent-

ist Medical Center and St. Luke’s Medical Center – 

Global City.  

 

RESULTS 
 

 Each speaker presented one (1) remarkable 

case of multiple myeloma they encountered during 

clinical practice. Treatment and management done 

for the patients were briefly discussed. Short videos 

of selected patients in the case (or his/her family 

member) were played after every discussion,                 

describing their treatment journey with myeloma. 

Other patients present in the forum also briefly 

shared their experience. 

 

Case 1: Renal insufficiency 

 

 The patient is a 65-year old female who re-

ported five (5) months of back pain, easy fatigability 

and weight loss. Anemia with multiple compression 

deformities on the thoracic and lumbar vertebrae 

were seen by the orthopedic specialist. Patient also 

noted drowsiness, decreasing urine output, anorexia 

and nausea. Significant laboratory results showed 

low hemoglobin levels at 6.6 g/dl, hypercellular bone 

marrow with plasmacytosis at 40%, and monoclonal 

gammopathy at 21.6% (1.75 g/dl). A decreasing trend 
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on estimated creatinine clearance (ECC) was noted 

from May to August (from 53 ml/min to 11ml/min). 

During the same period, increasing levels of serum K 

(from 5.71 to 6.00 mmol/L) and creatinine (from 1.1 

mg/dl to 4.7 mg/dl) were observed. Treatment plan 

included administration of bortezomib for one (1) 

cycle. Progress in patient’s condition was then         

observed, with hemoglobin levels improved to 10.2 

g/dl, K at 4.50 mmol/L, creatine at 1.57 mg/dl and 

ECC at 34 ml/min.  

 

Case 2: Easy fatigability 

 

 The patient is a 45-year old male who was 

admitted for easy fatigability. Notable findings from 

laboratory diagnostics included rouleaux formation 

in the peripheral blood smear, monoclonal gammo-

pathy and elevated beta-2 macroglobulin levels 

(14.9 g/dl). Treatment plan consisted of intensive 

chemotherapy, bortezomib and dexamethasone. 

Conservative management was pursued; blood 

transfusion was restrictive and erythropoietin injec-

tions were limited. Administration of bortezomib  

resulted to gradual improvement in the patient’s  

hemoglobin levels (from 8.4 g/dl to 10.7 g/dl).  

 

Case 3: Bone pain 

  

 The patient is a 52-year old male who was 

admitted for bone pain. He complained of worsening 

back pain, progressing to debilitating until he               

was mostly bedbound. Thereafter, he was admitted 

at a local hospital. Significant laboratory findings           

included anemia and elevated serum creatinine as 

well calcium levels, in which the patient was advised 

work up for possible malignancy. He was transferred 

to a public tertiary hospital for further management. 

Notable baseline lab results showed low hemoglobin 

(7.7 g/dl), elevated serum Ca levels (15 mg/dl), 

creatinine (4.75 mg/dl), monoclonal gammopathy 

(3.0 g/dl) and multiple lytic lesions on the ribs, hu-

merus, vertebral bodies and compression deformi-

ties on T7, T9 and T12. Interventions done included 

intravenous hydration plus furosemide, erythro-

poietin injection, dexamethasone pulsing and             

chemotherapy (bortezomib, cyclophosphamide and 

dexamethasone). After 4 cycles of chemotherapy, 

the patient improved from being mostly bedbound  

to fully active with no performance restrictions. 

Moreover, his hemoglobin, creatinine and serum Ca 

returned to normal levels.  

Case 4: Autologous stem cell transplantation (Auto 

SCT) 

 

 Five (5) patients (2 males and 3 females) 

from ages 45 to 65 were identified as eligible for 

autologous stem cell (bone marrow) transplant. 

Prior to transplantation, bortezomib was part of the 

induction regimen of each patient (from as low as 4 

cycles to as high as 9 cycles). Very good partial re-

sponse to complete response were achieved by the 

patients before auto SCT. All five (5) were able to 

tolerate the procedure relatively well, with minor and 

manageable post-operative complications noted 

(e.g. fever/chills, infection, weakness, mucositis,  

hematuria, gastrointestinal problems). Four (4)          

patients are presently in complete remission (one 

patient for already 2 years) and one (1) is undergoing 

consolidation.  

 

 Currently, autologous SCT is the standard of 

care for patients with multiple myeloma. Patients 

who are eligible for transplantation are offered this 

option because it mobilizes stem cells early, the pro-

cedure is more tolerable and cost-effective in the 

long run (around Php 700,000 including hospitaliza-

tion to Php 2 million). However, transplant will not 

cure myeloma but can help increase patients’ sur-

vival and lengthen their remission. Complete remis-

sion is highly possible with auto SCT up to 10 years. 

Relapse can occur but can be controlled with alky-

lating medications.  

 

 Especially for younger patients (30 years old 

and above) with multiple myeloma, allogeneic SCT is 

a promising option. Nevertheless, stem cells from 

the umbilical cord blood can be difficult to obtain as 

there is currently no cord blood bank in the Philip-

pines. Another concern is graft versus host disease 

that can occur as a complication with allogeneic 

transplantation. Still, costs and benefits of available 

treatment options must be carefully considered            

together with patients and their families.  

 

Case 5: Coagulopathy 

 

 The patient is a 63-year old female who was 

admitted for surgical intervention of compartment 

syndrome. She was seen at the emergency             

department with swelling and tenderness of the left 

forearm, limited range of motion but with intact 
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sensation and good capillary refill. During surgery, 

because of the uncontrolled bleeding and impending 

shock that did not respond to standard measures 

(e.g. blood transfusion, platelet transfusion), the pa-

tient’s condition was referred to the hematology de-

partment and multiple myeloma was suspected. 

Plasmapheresis was then initiated and bortezomib 

was also administered perioperatively. Her status 

improved, and amputation of the affected limb was 

avoided. Significant laboratory findings showed low 

hemoglobin levels (8.4 g/dl), serum creatinine (1.12 

mg/dl), monoclonal gammopathy (5.9 g/dl) and lytic 

change on the superior angle of scapula and degen-

erative changes in the spine (C3-C4, C5-C6, C6-C7, 

L5-S1). While recuperating from surgery, long-term 

management of the patient’s myeloma was pursued, 

with the inclusion of bortezomib among treatment.  

Currently, the patient can already move her left arm 

with full range of motion with some but manageable 

limitations in finger dexterity.  

 

DISCUSSION 
 

 Although multiple myeloma remains an          

incurable disease, advances in drug development 

and treatment, especially with the introduction of 

immunomodulatory drugs (especially thalidomide 

and lenalidomide) and proteasome inhibitors (e.g. 

bortezomib, carfilzomib) in the last 15 years have 

improved patients’ median overall survival.14,15 

These have also resulted in a paradigm shift in the 

treatment and management of myeloma, especially 

when used early in the disease course.13,16 

 

 As multiple myeloma is not homogenous17 

but a highly heterogeneous molecular disease18 new 

treatments and drugs will continue to develop that 

can selectively target proteins or modify signaling 

pathways that are relevant in the pathogenesis of 

individual patients. Several classes of agents cur-

rently used in the treatment of myeloma include im-

munomodulatory drugs, proteasome inhibitors, his-

tone deacetylase inhibitors, monoclonal antibodies, 

alkylators and steroids.19 These drugs are often 

combined as doublets, triplets or multiple drug regi-

mens, which makes choosing the optimal therapy at 

diagnosis and relapse, challenging.19  The five cases 

presented in the forum demonstrates the varying 

clinical manifestations associated with myeloma, 

each managed differently.   

 Since its approval by the US Food and Drug 

Administration in 2003 and Committee for Proprie-

tary Medicinal Products of the European Union in 

2004, bortezomib has been an integral part of                 

multiple myeloma therapy.20 It is a highly selective, 

reversible inhibitor of the 26S proteasome that plays 

a key role in the regulation of protein degradation in 

the cell (Figure 1).21 Through proteasome inhibition, 

bortezomib acts via multiple mechanisms to              

suppress tumor survival pathways as well as arrest 

tumor growth, spread and angiogenesis.22 The drug 

is the first proteasome inhibitor approved for clinical 

use in multiple myeloma because of its notable          

performance and was considered as a major advance 

in the treatment of this disease.23 A 2016 Cochrane 

meta-analysis review of bortezomib found that         

patients receiving the drug benefited in terms of 

overall survival (OS), progression free survival (PFS) 

and response rate compared to those who did not 

receive bortezomib.23 This was specifically observed 

in trials of bortezomib versus no bortezomib with the 

same background therapy (moderate-quality evi-

dence, prolonged OS: four studies, 1586 patients; 

Peto OR 0.77, 95% CI 0.65 to 0.92; moderate-quality 

evidence, prolonged PFS: five studies, 1855 patients; 

Peto OR 0.65, 95% CI 0.57 to 0.74) and in trials of 

bortezomib versus no bortezomib with different 

background therapy in each arm or compared to 

other agent/s (high-quality evidence, prolonged OS: 

five studies, 2532 patients; Peto OR 0.76, 95% CI 0.67 

to 0.88; low-quality evidence, prolonged PFS: four 

studies, 2489 patients; Peto OR 0.67, 95% CI 0.61 to 

0.75).23  

 

 In the latest National Comprehensive Cancer 

Network (NCCN) guidelines,2,19 bortezomib-based 

therapy is currently the preferred regimen for             

transplant candidates as well as non-transplant  

candidates.  On the other hand, for non-transplant 

candidates, bortezomib is the alternative option after 

lenalidomide for maintenance therapy. The drug is 

also part of the preferred regimen for patients            

previously treated for multiple myeloma.  

 

 While the overall safety and effectiveness of 

bortezomib have already been established by several 

studies, the disease characteristics of myeloma 

might predispose certain patients to thrombocyto-

penia and peripheral neuropathy – and the drug can 

exacerbate these symptoms. In addition, considering  
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cost-effectiveness in the Philippine setting,               

indefinite therapy especially for bortezomib-triplet 

combination regimens is highly expensive and 

catastrophic for patients from the lower socioeco-

nomic classes. Overall, medical practitioners must 

be prudent in considering the optimal treatment and 

management plan offered to patients. 

 

 Nonetheless, based from clinicians’ presen-

tations and patient stories shared during the forum, 

there is reason to consider the substantial impact of 

bortezomib (Velcade ®) in the treatment and               

management of myeloma. From renal problems to 

use in autologous stem cell transplantation, it is  

evident that bortezomib has significantly contributed 

to improved clinical outcomes and consequently, 

better quality of life of these patients despite their 

differing clinical presentations. Already in its 12 

years in the Philippines, bortezomib is expected to 

remain significant in the clinical armament against 

multiple myeloma.   

 

CONCLUSION 
 

 As multiple myeloma is a highly heterogene-

ous molecular disease, approaches and provision of 

care will need to be individualized for each patient. 

As of this time, considering the improved outcomes, 

bortezomib is likely to continue being an important 

part of the clinical treatment and management of 

Filipino patients with myeloma.  
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