
The  Month ly  Dose  

Upcoming Happenings  

♦ Friday April 12th: Leaders in 
Innovation Seminar - Dr. 
Chris Sassetti from UMMS 

♦ Monday April 15th: Patriots 
Day & Federal Taxes Due 

♦ Tuesday April 16th: State 
Taxes Due 

♦ Friday April 26th: Leaders in  
Innovation Seminar Dr. Jack 
Leonard from UMMS 
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investigation with oversight 
of subject screening and 
enrollment; the informed 
consent process, data col-
lection and verification, 
study product usage and 
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by Anne Roussell, RN 

Clinical research sponsored 
by MassBiologics is con-
ducted in conformity with 
current good clinical prac-
tice adopted by the United 
States Food and Drug Ad-

ministration (FDA), the In-
ternational Conference on 
Harmonization and all ap-
plicable federal and state 
laws and regulations. A 
sponsor takes responsibility 
for and initiates a clinical 

Financial Disclosure By Clinical Investigators 

By Mark S. Klempner, MD 

As we enter our 120th year, we at Mass-
Biologics of UMMS have been engaged in 
a look back at our extraordinary contri-
butions to the public’s health and in a look 
forward to how we can best expand our 
impact on people’s health.  At our recent 
strategic planning retreat, about which I 
will write more for the next issue of The 
Monthly Dose, the look out to the horizon 
brought into sharp focus our strong foun-
dation in biologic medicine discovery, de-
velopment, manufacturing and navigating 
the clinical and regulatory paths to bring 
“Medicines for Better Lives”  from the 
bench to the bedside.  Our greatest 
strength has always been the people who 
transform ideas into tangible medicines.  
As we look forward I am pleased to an-
nounce the following appointments that 
will help position us to make an even 
greater impact.   

William D. Thomas, Jr, PhD, has been ap-
pointed Deputy Director for Product Dis-

covery.  Bill has been serving as the Depu-
ty Director for Process Development. Bill is 
also Assistant Professor of Medicine and 
Pathology at the University of Massachu-
setts Medical School. Dr. Thomas has more 
than twenty years of experience in the 
discovery, development and manufacture 
of vaccines and monoclonal antibodies, 
holding twelve patents for vaccines, adju-
vants and monoclonal antibodies. He 
joined MassBiologics in 2000 to oversee 
the FDA-licensed manufacturing of adult 
tetanus and diphtheria vaccine (Td). Under 
his direction, MassBiologics modernized 
the tetanus and diphtheria manufacturing 
process to meet FDA cGMP standards, 
while scaling up production to meet a na-
tional shortage for Td. In 2001, Dr. Thom-
as established the human monoclonal anti-
body discovery program at MassBiolog-
ics, focusing on human monoclonal anti-
bodies for clinical development. This pro-
gram has resulted in the identification of 
multiple monoclonal antibodies for clinical 
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Traveler’s Diarrhea: What the heck is ETEC? 
By Bill Thomas, PhD 

Everyone is familiar with traveler’s diarrhea but may not know that the dis-
ease is most often caused by a bacterium called enterotoxigenic E coli or 
ETEC. In addition to affecting travelers, ETEC is also a major cause of infant 
diarrhea in the developing world. The bacteria are spread by the fecal-
oral route, often through unsanitary water supplies. Local ETEC strains are 
slightly different in different areas of the world so individuals like infants, 
travelers or deployed soldiers that have never been exposed to local 
strains are susceptible to them. ETEC disease can be treated with fluid re-
placement and antibiotics. Once recovered, exposed people are resistant 
to further ETEC disease from the same strains. The problem is that the pro-
tection is very specific to the bacterial strain a person is exposed to and the 
small differences in ETEC strains from different geographic locations allow 
re-infection. That is why travelers might get diarrhea visiting a new place 
with poor water quality. You are resistant to the strains you have "seen" at home but not the ones to might run into on a 
trip. This resistance after exposure implies that a vaccine or antibody could be developed against ETEC. 

ETEC bacteria produce several factors that cause the disease. The bacteria adhere to the surface of the small intestine 
through a protein called colonization factor antigen or "CFA". The CFA protein binds very to specific sugars structures on 
the intestinal surface and holds the bacteria closely to intestinal epithelium. The CFA proteins are on the surface of the 
bacteria at the tips of long structures called fimbrae, much like a flower on the tip of a long stem. Once bound to the gut 
surface with the fimbrial CFA, the bacteria produce several toxins that can cause fluid secretion and diarrhea. An im-
portant toxin involved in traveler’s diarrhea is called heat labile toxin or "LT" because it can be destroyed by heating. 
The LT protein has two parts, the A subunit, which is the enzymatic part, and the B subunit which binds its target receptor to 
deliver the A subunit. LT causes diarrhea and fluid secretion by ADP-ribosylation of GTP-binding proteins much like chol-
era toxin. The antibodies against CFAs and LT induced by infection probably protect from future ETEC diarrhea. 

A MAb that can block CFA binding to its sugar receptor together with an antibody that neutralizes LT could provide an 
effective treatment or prevention for ETEC. We are excited to be collaborating with The Center for Vaccine Development 
at the University of Maryland to isolate LT and CFA MAbs. If we are able to find right LT and CFA MAbs, their efficacy 
might be tested in clinical trials at the CVD by giving volunteers the antibodies then experimentally challenging them with 
an ETEC strain. 

Open Enrollment: April 10 - May 8, 2013 for Changes Effective July 1, 2013 
2013 Spring Benefits Open Enrollment Includes: 

- Health Insurance 
- Health Insurance Buy-Out Option 
- Dental Insurance 
- Vision Insurance 
- MetLaw Benefit 
- UMASS Sick Leave Bank  
- Long-Term Disability (LTD) - Exception end date of June 
14, 2013 for an effective date of October 1, 2013 

 What Does This Mean for You? 
- Annual enrollment will soon be here, giving you the 
opportunity to review your benefit choices and make 
changes if you desire. If you want to keep your current 
plans listed above, no action is required.  However, 
please review the benefit offerings to confirm that any 
plan changes will not direct you to a different benefit 
offering. 
 Continued Page 7 
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Combating Rouge by Passivation 
By Harv Vij 

Corrosion generally refers to the electrochemical oxidation of metals reacting with oxidants- or simply that metals tend to 
deteriorate over time in certain environmental conditions.  Rouging is a form of corrosion attributed to stainless steel met-
als used in cGMP manufacturing processes in the pharmaceutical and biologics-based drug manufacturing, as well as the 
food processing industries.   

Corrosion and the accumulation of rouge raise many questions. How fast does stainless steel deteriorate in clean utilities 
such as WFI or Clean steam?  Does the temperature of the clean utility make a significant difference in the kinetics of 
rouging?  How does the blend of the stainless steel material as well as the fabrication process (welding, surface finish, 
passivation layer) influence rouging? How do moving parts (such as the impellers in centrifugal pumps) in line with stainless 
steel piping networks affect rouging?  Unfortunately, rouging is a poorly understood phenomenon that manifests itself in a 
variety of ways as summarized in the following table:  

 
The method historically used by various industries to combat corrosion and the accumulation of rouge is passivation. Pas-
sivation is a chemical process that creates a passive or non reactive layer on the surface of the stainless steel to slow down 
the corrosion process thus the accumulation of rouge. A variety of specific chemicals can be used but in its simplest form the 
stainless steel is treated with hot acid (often nitric acid or citric acid), neutralized with hot sodium hydroxide, and finally 
rinsed with water. This process removes exogenous iron creating or restoring the passive layer described above.  

One thing is clear, once rouge is removed, it will reappear.  So how often should a clean utility system be derouged?  A 
worthy goal is that each clean utility system  is monitored independently using a systematic, data-based approach to de-
velop a derouging frequency that maintains GMP compliance of the high purity water and steam systems while minimizing 
production downtime.  Here at MassBiologics we have historically passivated on a specified time interval, most recently in 
April of 2013. We have been collecting data on particulate level, heavy metal content, conductivity, and TOC over time. 
We now have the start to a means of trending data to detect the deterioration of performance of the clean utilities.         

Rouge type Description Chemistry Remediation Process Monitoring 

Class 1 Rouge Orange, red-orange, magenta. 
Rouge source external. General-
ly easy to remove 

Cr:Fe ratio of metal surface 
relatively constant.  Red ferric 
iron oxide with low levels of 
other oxides 

Phosphoric acid that may be 
blended with other acids 
(citric, nitric, formic acids) 
and surfactants 

Visual, water analysis, 
trace metals, swab-
bing 

Class 2 Rouge Red-brown color.  Rouge source 
typically in-situ.  More difficult to 
remove. 

  

Cr: Fe ratio of metal surface 
altered.  Ferric iron oxide with 
some amount of chromium and 
nickel oxides 

Same as Class 1 + oxalic 
acid.  Oxalic acid can etch 
the metal 

Visual, water analysis, 
trace metals, swab-
bing 

Class 3 Rouge Dark colored oxide film, (not 
red).  Formed in the presence of 
clean steam. Most difficult to 
remove  (cannot be simply wiped 
off) 

Cr: Fe ratio of metal surface 
altered.  High temperature 
deposits from magnetite iron 
oxide. 

Even more aggressive chem-
icals that generally will af-
fect the surface finish of the 
metal 

Visual, condensate 
analysis, trace metals, 
swabbing 
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 What is ‘th
By John Fitzmaurice 
One of the hottest topics in the Information Technology Industry is “The Cloud”.  
What is “The Cloud”? 
Definitions vary, with each industry expert and service provider offering their own interpretation. The broadest view in-
cludes most hosted services — including storage, hosted applications, software as a service, and grid computing.  
Cloud Storage refers to an online service where you store files. You may already be using Cloud Storage at home.  
• Apple hosts the iCloud – an online storage system for iOS and Mac OS devices. You can store your music, photos, cal-

endars, contacts, documents, etc. on iCloud and access them from your iPhone, iPad, MacBook, etc..  
• Google has a similar Cloud Storage offering with Google Drive and Google Music. With Google Drive, you can ac-

cess your files from your PC, Mac, Android phone, iPhone, Android Tablet, and iPad. 
• Microsoft’s SkyDrive also allows you to access your files from your PC, Mac, Android phone, iPhone, Android Tablet 

and iPad. 
There are many other Cloud Storage solutions that offer niche services such as automatic data backup and device syn-
chronization. 
Cloud Storage is a convenient way to store your files and make them available everywhere. It is often a better alterna-
tive to carrying USB Flash Drives. 
Hosted Applications refers to online services that allow you to run applications from the Internet. Hosted applications are 
a convenient way to create and access documents, spreadsheets, etc. anywhere without having to purchase an office suite 
of applications for every computer you use. This is a particularly good alternative for students who need to work on docu-
ments at home, in school and at a library. 
Both Google Docs and Microsoft Office 365 offer a set of free and subscription based hosted application services for 
creating documents, spreadsheets, presentations, and notes. 
The Information Services Department at MassBiologics hosts Outlook Web Access on the cloud so that you can access your 
E-mail from almost any browser. MassBiologics also hosts access to in-house applications through MBL Anywhere and Cit-
rix Receiver. 
Software as a Service (SaaS) refers to online services that allow you to run database systems from the Internet.  
• SuccessFactors, MassBiologics’ Human Resource Management System is an example of Software as a Service. 
There are many other SaaS solutions that offer niche services such as customer relationship management (CRM), document 
management, collaboration, and accounting. 
Grid Computing refers to a distributed system of connected computers acting together to perform large tasks. Grid com-
puting is used for economic forecasting, seismic analysis, drug discovery, bio-informatics, and DNA sequencing projects.  
• Amazon EC2 (Elastic Computing) is a scalable pay-as-you-go cloud service where you can rent a number of online 

servers clustered together to solve a large calculation-intensive task. 
The advantage of Grid Computing in the cloud is that you do not have to purchase and install the hardware for a short-
term calculation-intensive project. 
What are the advantages of Cloud Services in the workplace? 
Start Up Costs: Companies from startups to multi-nationals are reaching out to service providers to get access to compu-
ting power and applications without the investment in money and staff to build out a computing and network infrastruc-
ture.  
What are the downsides to Cloud Services in the workplace? 

Passwords: Unsynchronized user accounts mean more passwords to remember. 
Reliability: The more you use cloud services, the more dependent you become on internet access and cloud service pro-
vider reliability. 
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Usability: Most cloud based applications run in your browser. Application usability in a browser is generally not as 
smooth as an application installed on your computer.  
Productivity: Cloud Service downtime due to system updates or failures can interfere with productivity and company 
deadlines. 
Limited interoperability: The data stored in cloud service A is not normally shared with cloud service B and the ability to 
export or import data to another system may not exist due to proprietary or incompatible formats. 
Application inflexibility: Most cloud services are proprietary applications which offer very little user customization. 
Support: Online support expertise will vary from one cloud service provider to another and the service provider’s support 
group will most likely not be familiar with your specific business vocabulary. For example, they will not understand terms 
such as ID, RCAR, PCS, MAb, IP Form, and Media Fill. 
Change Management: Each cloud service will handle change management differently. How each service informs their 
clients of their changes will vary. Whether or not their changes will force their client to upgrade operating systems, pro-
grams, or browsers is an unknown. 
Security / Data Confidentiality: Clients should be concerned with who has access to their data stored on the cloud and 
what would happen if the service got hacked. 
Audits: In a carefully government-regulated environment, clients should be concerned with how receptive the cloud pro-
vider is to a client or FDA audit. 
Data loss: Clients should be concerned with data integrity as well as how reliable the provider’s data back up and disas-
ter recovery procedures are. 
Service contracts: Cloud service contracts can be restrictive and costly. The service cost will increase annually.  
So what is the Bio-Tech Industry doing with respect to cloud services?  
According to Insight Pharma Reports: Cloud Computing Usage in Biotech & Pharma Market Study (March 2012), only 
7.4% (Figure 1)of Bio-Tech companies surveyed were using any public cloud solution with over 50% not using any cloud 
based solutions. 
Of the Bio-Tech companies surveyed, only 11% (Figure 2) found their cloud provider’s interface “very smooth and highly 
flexible”. The remaining 89% of interfaces either required customization effort or were simply inflexible. 
According to an article in the Boston Business Journal, Cloud computing finds its niche in biotech/pharma (June 22, 2010), 
cloud services work for certain areas in the bio-tech industry and may not be ready in other aspects. 
"The cloud is fine for research and discovery, and to get a company off the ground. But when patient data comes into play, 
and the U.S. Food and Drug Administration gets involved, biotechs and pharma are turning inward to more traditional infra-
structures."  
We in the MassBiologics Information Services department are constantly looking for ways to improve computing services 
and to reduce overall expenses and just like the rest of the bio-tech industry, we are treading carefully when considering 
cloud based solutions. 

Figure 1 

Figure 2 
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development. His team also developed and implement-
ed manufacturing process and control procedures for 
monoclonal antibodies against C. difficile and rabies, 
which are currently in Phase 3 trials. 

Dr. Thomas received his PhD in microbiology and immu-
nology from the Medical College of Virginia, where he 
studied genetic mechanisms of antibiotic resistance in 
staphylococci. After a postdoctoral fellowship at the 
University of Wisconsin, Madison, he joined OraVax 
(now Sanofi) as a research scientist. There he was re-
sponsible for vaccine discovery, developing vaccines 
and adjuvants for use against C. difficile and H. pylori.  

Catherine A. Hay, PhD, was appointed   Associate Dep-
uty Director of Regulatory Affairs in January 2010 and 
now reports directly to Dr. Klempner.  Catherine is also 
Assistant Professor of Medicine at the University of Mas-
sachusetts Medical School. Dr. Hay is responsible for the 
regulatory strategy and activities for both licensed and 
investigational products and is the primary point of con-
tact for regulatory agencies.  She has developed and 
implemented approval strategies for multiple changes 
to approved biologic license applications.  Dr. Hay has 
successfully managed IND applications for a number of 
preclinical products and managed preparation of CMC 
sections for products manufactured under contracts.  

Dr. Hay joined MassBiologics as the Manager of Regu-

latory Affairs in 1998.  Prior to joining MassBiologics, Dr. 
Hay worked in the Regulatory Affairs group at Parexel 
and at SRI International. Dr. Hay received a PhD from the 
School of Pharmacy at the University of London. As a post
-doctoral fellow, Dr. Hay worked in the department of 
botany at the University of Toronto studying tissue culture 
for the production of pharmaceuticals. 

Sadettin Ozturk, PhD has been appointed Associate Dep-
uty Director of Process and Analytical Development and 
is an Assistant Professor of Medicine. In this role he leads 
activities for upstream, downstream, analytical, and for-
mulation process development of monoclonal antibodies 
and vaccines. Over the past three years Sadettin has 
developed, scaled-up, and transferred multiple monoclo-
nal antibody processes into commercial production. In 
addition, Dr. Ozturk has been integral to the develop-
ment of a successful contract manufacturing program for 
MassBiologics.  

Dr. Ozturk joined MassBiologics in 2010. Prior to joining 
MassBiologics Dr. Ozturk was the head of Bioprocess 
Technology at Johnson & Johnson. Dr. Ozturk received his 
PhD in Biochemical Engineering from the University of 
Michigan.  

Please join me in congratulating Bill, Catherine and Sa-
dettin on their appointments. 

Strong Foundations, continued 

Project Hope 

Introduction by Mark S. Klempner, MD 

Story Translated by Gleny Peralta 

On Monday evening, April 1st, I had dinner with Dr. John 
Howe, President and CEO of Project Hope.  He recalled 
his New England roots as an UMass cardiologist before 
becoming President of the University of Texas Health Sci-
ences Center at San Antonio.  But what he mostly did was 
praise and thank all of you on behalf of the people of the 
Dominican Republic, Tajikistan and Kyrgyzstan for your 
expertise in making available Td vaccine to prevent neo-
natal tetanus in these countries.  It was through channels 
made available by Project Hope, expertly coordinated 
with MassBiologics by Frank Fazio, Deputy Director for 
 Continued Page 8 
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accountability, safety review and reporting and regulatory documentation.  Good clinical practice (GCP) provides a 
standard to ensure the protection of the rights and safety of study subjects and the integrity of study data. 

One potential source of bias affecting data from clinical studies is a financial interest of the clinical investigator in the out-
come of the study because of payment arrangements, proprietary interest in the product, or equity interest in a sponsor.  
The FDA has recently released an updated guidance regarding financial disclosures by clinical investigators to assist with 
interpretation and compliance with regulations in 21CFR Part 54.1,2  

For studies with drugs or devices in humans, a sponsor is required to collect information regarding financial interest from 
each principal investigator and sub-investigators. For the purpose of 21 CFR part 54, there may be more than one spon-
sor supporting a clinical trial (e.g., monetary support, providing study product, or clinical trial oversight) and financial dis-
closure is obtained for each sponsor.  Disclosure of financial interests and arrangements must be done before the study 
starts, during the course of the study, and one year after the completion of the study.  These disclosures must be submitted 
with a marketing application for the drug or biologic.  The following financial information must be disclosed for an investi-
gator, his/her spouse and dependent children: 1) any compensation from a sponsor which could affect the study outcome; 
2) any proprietary interest in the study product (e.g. patent, trademark, copyright); 3) any equity interest in a sponsor 
(e.g. stock options) whose value cannot be determined through reference to public prices; 4) any equity interest in a spon-
sor, if a publically held company, exceeding $50,000; and 5) any significant payments of other sorts from a sponsor that 
have a cumulative monetary value of $25,000 or more. 

If there is a financial interest or arrangement to disclose, the sponsor must show the steps taken to minimize the risk of bi-
as.  In addition, if financial disclosure information is missing from any investigator, the sponsor or marketing applicant must 
show due diligence to obtain that information. The updated guidance provides ways that would indicate due diligence 
was performed.  

The FDA may take one of the following actions if a question arises about the integrity of study data based on the finan-
cial disclosure information received in a marketing application: 1) audit the study data from a particular investigator, 2) 
request that the sponsor submit further data analysis, 3) request additional independent studies to confirm results, or, 4) 
reject the study as providing data for a marketing application. 

Because there is growing interest in the financial arrangements between clinical investigators and sponsors of the clinical 
trials in which the investigators participate, the FDA intends to publically disclose portions of this information during the 
approval decision process for new products.  The information would not identify investigators by name but include number 
of clinical investigators that had disclosable financial interests or arrangements. 
References 

1. 21 CFR Part 54 - Financial Disclosure by Clinical Investigators 

2. February 2013: Guidance for Clinical Investigators, Industry, and FDA Staff:  Financial Disclosure by Clinical Investigators.   U.S. Dept HHS, FDA, Office of 
Good Clinical Practice, CDER, CBER, CDRH  

- Keep in mind that once you choose a plan, you cannot change plans until the next spring annual enrollment even 
if your doctor or hospital leaves the plan. You can only switch plans mid-year in very limited circumstances, such 
as moving out of the plan's service area or you retire and become eligible for Medicare (in which case, you must change 
plans). 

Open Enrollment, continued 

Financial Disclosure, continued 



Project Hope, continued 

University of Massachusetts Medical School 
460 Walk Hill Street 
Boston, MA 02126 

The  Month ly  Dose  

MEDICINE FOR BETTER LIVES 

Manufacturing and Facilities, that this humanitarian ef-
fort was possible.  Below is a brief article in English 
(translated by Gleny Peralta) that appeared in the Do-
minican Republic following our visit to deliver the vac-
cine.  It was a high honor to represent you and your ef-
forts to a very appreciative group of vaccine recipi-
ents.  And it was a poignant reminder that we come to 
work everyday to make medicines for better lives 
around the world.  For more pictures and to read in 
Spanish please go to SharePoint. 
The Visit of Dr. Mark Klempner –Executive Vice Chancel-
lor of MassBiologics, Tuesday February 19, 2013 

Project HOPE is very thankful to MassBiologics for its 
valuable donation of 676,490 doses of Td vaccine to 
the Dominican Republic. Project HOPE had the honor to 
receive the visit of Dr. Mark Klempner and his wife, Mrs. 
Elinor E. Svenson, of MassBiologics Laboratories.  With 
them we visited the Minister of Health, Dr. Freddy Hidal-
go,  the Vice Minister of Collective Health, Dr. Rafael 
Schiffino, National Director of the Program of Vaccina-
tion, Dr. Zacarias Garib Arbaje, the president of the 
Order of Malta, Mr. Marino Ginebra and the Lady of 
Hospitality of the Order, Mrs. Clara Jimenez.   All were 

Phone: 617-474-3000 
Fax: 617-474-5350 
Web: www.massbiologics.org 
Email: information@massbiologics.org 

In Our Next Issue…... 

Upcoming HRDI Schedule 

Wednesday April 3rd: Ben Moorghen 

Wednesday April 10th: Jodie Nosiglia 

Wednesday April 17th: Ben Moorghen 

Wednesday April 24th: Dave Lambert  

Monday April 29th: Jodie Nosiglia 

Note: HRDI staff will be onsite 10am-4pm in Room 2020 of MTP II.  Staff 
substitutions may be made due to unforeseen circumstances.  For immedi-
ate assistance please contact the Human Resources Benefits Service Center 
Team  
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accompanied by the Director of Development of the Pro-
gram of Donations of Project HOPE of the United States,   
Mrs. Patricia Bacuros, Dr. Enel Adea, in charge of monito-
ring and supervising vaccine donations  and Teresa Nar-
vaez Director of Project HOPE of the Dominican Republic.   

Each one of us expressed our deep gratefulness for the 
extraordinary and numerous donations.  Thanks for the 
vaccines that you make and for the knowledge, experi-
ence, mind, hands and heart that you have contributed. 
You make vaccines that save lives.  

Tetanus, in the Dominican Republic kills around 60 people 
every year. With this donation, this number will be re-
duced considerably. With this donation, we will be able to 
take the vaccine to people of the populations of greatest 
risk; pregnant women, the children, and agricultural work-
ers, among others. In this way you have all contributed to 
saving lives. Mothers, children, medical and administrative 
personnel of the Clinical Order of Malta Project HOPE in 
Herrera, Santo Domingo received the visit at the health 
clinic. After a greeting, Dr. Klempner administered the Td 
vaccine to some children and mothers who were present in 
the waiting room. All wanted to be vaccinated by him as 
a way to be thankful to him for the donation.  


