
The Regulatory and Safety Evaluation Specialty Section of 
the Society of Toxicology (SOT) continues to serve a large 
number of  members with an aggressive agenda.   
The officers are looking forward to a very active time at 
the Annual Meeting in Salt Lake City.  First, let me encour-
age everyone to read the attached newsletter article on the 
“Great Debate 2010.”  Our two outstanding debaters, 
Robert Maronpot, DVM, MPH, DACVP and Karamjeet 
Pandher BVSc, PhD, DACVP, are prepared to face off on 
an issue that is very important to our members, “Are the 
Blind Leading the Blind or Are Pathologists Biased? A 
Debate on the Pros and Cons of Blinded Histopathol-
ogy Evaluation for the Qualification of New Bio-
markers of Toxicity.”  This debate will be held at our 
Section meeting on Tuesday from 6 to 7:30 PM in the Salt 
Palace Convention Center, Room 355B.  We look forward 
to seeing you there. 
 
The specialty section is sponsoring a very large number of 
sessions at the SOT Annual Meeting.  We have worked 
very hard, under the guidance of Susan Hart our Program 
Chair, to endorse the strongest possible programs.  Susan 
and her committee reviewed a large percentage of the SOT 
submissions and identified the ones most relevant to our 
membership.  We hope the Section’s endorsement serves 
as a guide to you in selecting how you spend your time at 
the SOT Annual Meeting. 
 
Our membership continues to grow and we remain the 
largest Specialty Section at the SOT.  Interest in regulatory 
toxicology remains strong.  The SOT is the largest and 
most diverse meeting of its kind, which creates a lot of op-
portunities to see the latest science, and to present to large 
audiences. 
 
We also have reviewed a large number of abstracts for 
posters and presentations for the 2010 awards to 
new investigators.  The awards will be announced at the 
Specialty Section meeting.  Please come and support these 
outstanding scientists and their advisors.  The Specialty 
Section remains financially very strong, so we have actu-
ally increased the number of awards in 2010. The Section’s 

financial strength ensures that we can assist new and 
emerging investigators who want to participate in the 
SOT meeting. 
 
In May 2010 we lose David Jacobson-Kram as Coun-
cilor/Secretary/Treasurer and Newsletter editor.  We ap-
preciate his service and he will be missed. 
 
We also lose Frank Sistare, our current Past-President.   
Frank provided outstanding service in our Presidential 
chain. 
 
As Frank steps down, I am pleased to take over the role 
of Past-President.  Brian Short steps up to President and 
Tim Pastoor as Vice President.  Nancy Beck and Cynthia 
Afshari will remain as Councilors.  Tom Simones will 
continue as our Student Representative.  We will an-
nounce the winners of the elections for Councilor and the 
Presidential chain at the Specialty Section meeting. 
Please join us on Tuesday March 9, again in Room 355B 
of the Salt Palace Convention Center for our meeting and 
the Great Debate. 

Jim Lamb, PhD, DABT, Fellow ATS 
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March 2010 RSESS Great Debate 
 
“Are the Blind Leading the Blind or Are Pathologists Biased? A Debate on the 
Pros and Cons of Blinded Histopathology Evaluation for the Qualification of 
New Biomarkers of Toxicity” 
 
There is currently a need to discuss more broadly within the nonclinical Toxi-
cologic Pathology and Toxicology community on the topic of the methodology of 
histopathology evaluations, with respect to blinded or nonblinded assessments, as 
part of a qualification process for new biomarkers of toxicity. Much research has 
focused on the development of novel biomarkers of renal toxicity (and other or-
gans, including liver) by the pharmaceutical industry (Criticial Path Opportunities 
Report) and the FDA is facilitating the development of biomarkers by establishing 
clear and rigorous process for biomarker qualification. Under guidance from the 
Critical Path Institute Predictive Safety Consortium (CPath PSTC), the Nephrotox-
icity Working Group (NWG) has completed over 30 rat toxicity studies and sub-
mitted to the FDA and EMEA an evaluation on the relationship between induced 
kidney pathology, traditional clinical chemistry parameters, and the performance of 
7 new urinary markers of kidney injury with promise of superior performance for 
several of these. Although a favorable qualification decision was announced by 
FDA and EMEA, the FDA Biomarker Qualification Review Team (BQRT) ex-
pressed discomfort that the PSTC NWG pathologists followed a nonblinded ap-
proach instead of a blinded approach that would avoid unintentional and observer 
bias that could confound interpretation of biomarker qualification study outcome. 
SOT is one of the stakeholders in the discussion and therefore this Great Debate 
provides an excellent forum to begin that process within the toxicologic commu-
nity.  Two pathologists, Robert Maronpot, DVM, MPH, DACVP (Pro) and Karam-
jeet Pandher BVSc, PhD, DACVP (Con) will be squaring off for what promises to 
be a lively debate on an important topic within industry and regulatory agencies 
with broad interest to membership and a chance for toxicologists to learn what the 
issues are from pathologists’ perspective. 
 
 

Brian G. Short, DVM, PhD, DACVP 
RSESS Vice President 
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RSESS MISSION 
The mission of the Regulatory and Safety Evaluation Specialty Section (RSESS) of 
SOT is to promote the development of sound governmental policies and regulations 
based on contemporary scientific knowledge arising from the disciplines encompassed 
by toxicology.  RSESS provides a forum for the interaction of SOT members to discuss 
the impact of regulations, guidelines, and guidances on the practice of toxicology and 
the safety evaluation of food additives, nutraceuticals, therapeutic drug products and 
environmental, industrial and household chemicals, and other products of concern. 
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OSHA has proposed amending its Hazard Communication 
Standard (“HCS”) to incorporate the elements of the Glob-
ally Harmonized System of Classification and Labelling of 
Chemicals (“GHS”).  The GHS was negotiated by a num-
ber of countries, including the United States, international 
organizations and stakeholders through the UN to address 
inconsistencies in hazard classification and communica-
tions. 
 

OSHA believes that incorporation of the GHS into the 
HCS will improve employee safety and health by increas-
ing the quality of information provided to workers about 
the hazards of the chemicals they use.  The GHS’s hazard 
classification criteria are more specific than the current 
definitions used in the HCS, and OSHA believes the GHS 
criteria will result in more consistent classification of 
chemicals and provide workers information about the se-
verity of hazard.  GHS labels include harmonized signal 
words, pictograms, and hazard and precautionary state-
ments, which will be determined by the chemical classifi-
cation, therefore communicating hazard information more 
quickly and consistently. Additionally, information on 
safety data sheets will be presented in a designated order, 
making it easier to find needed information. 
 
OSHA issued its proposal on September 30, 2009, and the 
comment period closed on December 29, 2009.  OSHA is 
holding hearings on its proposal in Washington, DC, on 
March 2-5, 2010 and in Pittsburgh, PA, on March 31, 
2010.  After the post-hearing comment period closes, 
OSHA will evaluate the comments and testimony it has 
received on its proposal and decide how to proceed on fi-
nalizing the rule.  More information on the GHS and 
OSHA’s activities in this regard may be found at http://
www.osha.gov/dsg/hazcom/global.html.  The proposal 
itself may accessed at http://edocket.access.gpo.gov/2009/
pdf/E9-22483.pdf. 

Before a chronically used drug is approved by regulatory 
agencies for sale in their region of authority, one of the 
many tests that must be run is to dose approximately 1000 
rats and mice every day for 2 years to determine if a drug 
may cause cancer. If the study yields positive results,  ef-
forts are made to understand whether those results are rele-
vant to humans.  This 2-year rodent bioassay requires 

more animals than any other single test of drug safety, 
and is the current most animal and human resource in-
tensive, expensive, and time-consuming animal test re-
quired for testing pharmaceutical safety.  Thirteen phar-
maceutical companies shared with the FDA in May 
2009, all the data they have been collecting on almost 
200 compounds over the past 20-30 years from the 2-
year rat cancer studies along with the results of chronic 
rat toxicology studies that are run for 6-months to sup-
port clinical trial safety.  Historically, about 1 out of 3 of 
the drugs tested cause some form of cancer in rats that is 
often later shown to be of low relevance to human 
health. The PhRMA group demonstrated that certain 
endpoints from those 6-month rat studies along with the 
results of the genetic toxicology test battery, can be used 
to predict which drugs will NOT cause cancer in the 2-
year rat studies and whose safety for humans need not be 
debated.  Because of this work, the U.S. FDA agreed to 
inspect their separate data files on a different set of drugs 
to determine if they come to the same conclusions look-
ing at the same endpoints in the same type of studies.   
 
At a recent meeting between the groups held in February 
2010 the FDA shared new data supporting essentially the 
same conclusions from their initial pilot study of 50 test 
agents.  The PhRMA group teamed with EFPIA to share 
their findings with regulatory authorities in Europe at a 
meeting at EMA also held recently in February 2010.  
The EMA Safety Working Party expressed a keen enthu-
siasm for the significance of the findings and for the 
promising implications for reducing animal testing of 
minimal utility.  The PhRMA group has also engaged 
with the Japanese Pharmaceutical Manufacturers Asso-
ciation to generate a third set of independent data files, 
with the intent of soon approaching Japanese regulatory 
authorities within the PMDA with all of the test data.  If 
the results from the further FDA and JPMA analyses of 
their own separate data files continue to confirm the con-
clusions by these 13 companies, then everyone may 
agree that the numbers of 2-year cancer studies in rats 
could be safely cut by approximately 40%, and these 
drugs may become available for general human use 
sooner.   
 
PhRMA and FDA summaries and view points on this 
landmark initiative will be presented at a RSESS spon-
sored SOT Workshop in Salt Lake City on Tuesday 
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Update on OSHA’s Globally Harmonized System 
(GHS) Activities 

Update on the Initiative to Evaluate Decades of 
Exp. with Rat Carci. Testing  - continued 

Update on the Initiative to Evaluate Decades of 
Experience with Rat Carcinogenicity Testing  
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morning March 9, entitled, “Opportunities to Modify Cur-
rent Regulatory Testing Guidelines and Advance the As-
sessment of Carcinogenicity Risk in the 21st Century.” 

Frank D. Sistare and David Jacobson-Kram    

The Registration, Evaluation, Authorisation and restriction 
of CHemicals (REACH) regulation has been described as 
one of the most complex regulations in the history of the 
European Union (EU).  It has already had large implica-
tions for EU companies and international companies that 
do business in the EU.  It became active in June of 2007 
and includes phased implementation deadlines through 
2018. 
 

Even as the first deadline for registration of phase-in sub-
stances looms, attention is already turning to REACH re-
quirements associated with Substances of Very High Con-
cern (SVHC). 
 

There are requirements for notification of articles that con-
tain SVHCs.  Articles are defined in REACH as “an object 
which during production is given a special shape, surface 
or design which determines its function to greater degree 
than its chemical composition” (Article 3).  Therefore, 
both EU and U.S. manufacturers importing products into 
the EU are potentially included. 
 

Article 7of the REACH regulation specifies that notifica-
tion of articles that include SVHCs is required when the 
following conditions are met: 
 

The substance has been included in the candidate list 
of SVHCs (see discussion below, including recent 
additions to the list); and, 

The substance is present in articles above a concentra-
tion of 0.1% weight by weight (w/w); and, 

The total amount of the substance in those articles ex-
ceeds one tonne per producer or importer per year; 
and, 

The substance has not yet been registered for that spe-
cific use. 
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It should be noted that point 4) above does not apply to 
those phase-in substances that have been pre-registered 
but not yet registered. 
 

Furthermore, notification is not required if the producer 
or importer can exclude exposure to humans or the envi-
ronment during normal or reasonably foreseeable condi-
tions of use and disposal. 
 

While the later exception to notification provides poten-
tial relief for products that have little chance of causing 
adverse human or environmental exposure; thus far, 
there is little guidance on how to interpret the require-
ment.  For example, it may be difficult to guarantee a 
lack of exposure following disposal, particularly given 
the variety of disposal possibilities across the EU for 
products.  Consider landfill disposal.  If there is any 
chance of leaching in a poorly designed landfill, does 
that count as “foreseeable?”  How much would need to 
leach?  Clearly, these questions will require careful 
thought and must be addressed. 
 

As stated in Article 7(7), notification for articles contain-
ing SVHCs is required 6 months after an SVHC is added 
to the candidate list, but this requirement does not start 
until June 1st, 2011.  Additionally, if an article contains 
an SVHC in excess of 0.1% (w/w), suppliers have to 
provide information to allow safe use of the articles to 
their customers or upon request from a consumer within 
45 days.  While the notification deadline has not yet 
passed, the safe use requirements occur immediately af-
ter inclusion on the list.  Therefore, there are already im-
mediate obligations for articles with SVHCs. 
 

Article 57 of REACH provides the criteria for inclusion 
on the SVHC list.  The criteria include substances that 
are (1) carcinogenic, (2) mutagenic, (3) reproductive 
toxicant, (4) persistent, bioaccumulative and toxic (as 
defined by Annex XIII), (5) very persistent and very bio-
accumulative (as defined by Annex XIII), and (6) other 
scientific evidence for “serious effects to human health 
or the environment.”  Endocrine disruptors are specifi-
cally mentioned for the later category. 
 

The European Commission or any EU Member State can 
petition to have a substance added to the SVHC list.  A 
dossier must be prepared, followed by a consultation 

Update on the Initiative to Evaluate Decades of 
Exp. with Rat Carci. Testing  - continued 

REACH Update – Substances of Very High Con-
cern (SVHC) are Growing 
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among the member states.  Following the consultation, the 
substance may be placed on the list. 
 

There is also an additional sub-category called the 
“authorisation list.” This list is made up of those sub-
stances specified in Annex XIV of the REACH regulation.  
SVHCs that are placed on this list can only be used and/or 
placed on the market following a successful application to 
ECHA for the substance’s authorization for a specific use, 
as opposed to only notification.. 
 

The table below provides the current SVHC list (as of 
January 2010. 
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REACH Update – Substances of Very High Con-
cern (SVHC) are Growing—Continued 

Chemical CAS No. Reason for Inclusion 
2,4-Dinitrotoluene 204-450-0 Carcinogenic 

4,4’-
Diaminodiphenylmethane 
(DMA) (1) 

202-974-4 Carcinogenic 

5-tert-buty-2,4,6-trinitro-
m-xylene (1) 

201-339-4 vPvB 

Alkanes, C10-13, chloro 
(1) 

287-476-5 PBT and vPvB 

Aluminosilicate refrac-
tory ceramic fibers(2) 

n/a Carcinogenic 

Anthracene 204-371-1 PBT 

Anthracene oil 292-602-7 Carcinogenic, PBT and 
vPvB 

Anthracene oil, anthra-
cene paste 

292-603-2 Carcinogenic, 
mutagenic, PBT and 

Anthracene oil, anthra-
cene paste, anthracene 
fraction 

295-275-9 Carcinogenic, 
mutagenic, PBT, and 
vPvB 

Anthracene oil, anthra-
cene paste, distillation 
lights 

295-278-5 Carcinogenic, 
mutagenic, PBT and 
vPvB 

Anthracene oil, anthra-
cene-low 

292-604-8 Carcinogenic, 
mutagenic, PBT and 
vPvB 

Benzyl butyl phthalate (1) 201-622-7 Toxic for reproduction 

Bis(2-
ethylhexyl)phthalate 
(DEHP) (1) 

204-211-0 Toxic for reproduction 

Bis(tributyltin)oxide 
(TBTO) 

200-268-0 PBT 

Cobalt dichloride 231-589-4 Carcinogenic 

Diarsenic pentaoxide 215-116-9 Carcinogenic 

Diarsenic trioxide 215-481-4 Carcinogenic 

Diarsenic phthalate 
(DBP) (1) 

201-557-4 Toxic for reproduction 

Recommended for Annex XIV inclusion 
See ECHA website for detailed classification 
vPvB = very persistent and very bioaccumulative 
PBT = persistent, bioaccumulative and toxic 
 

Several of the SVHC substances were added on January 
10th of this year.  An important question for manufactur-
ers of articles is how and when this list will expand.  
While there are only 29 substances on the current list, it 
is expected to expand significantly.  For example, con-
sumer groups have published a SIN (Substitute It Now) 
list of 200 chemicals of concern and it is understood that 
this is gaining acceptance within industry.  Also, it has 
been reported that a list of 400 substances have been 
drawn up by a group including The Netherlands, Austria, 
Sweden, France, Denmark, and Germany. 
 

Another challenge for manufacturers of articles is the use 
of component parts purchased from other suppliers, par-
ticularly suppliers outside the EU.  These suppliers will 
need to cooperate with their buyers to provide informa-
tion about SVHC substances, or the article manufacturer 
will need to do its own testing.  Also, the process be-

Diisobutyl phthalate 201-553-2 Toxic for reproduction 

Hexabromocyclodo-
decane and all major 
diastereoisomers (see 
ECHA list) (1) 

Several PBT 

Lead chromate 231-846-0 Carcinogenic and toxic 
for reproduction 

Leach chromate molyb-
date sulphate red (C.I. 
Pigment Red 104) 

235-759-9 Carcinogenic and toxic 
for reproduction 

Lead hydrogen arsenate 232-064-2 Carcinogenic and toxic 
for reproduction 

Lead sulfochromate yel-
low (C.I. Pigment Yellow 
34) 

215-693-7 Carcinogenic and toxic 
for reproduction 

Pitch, coal tar, high tem-
perature 

266-028-2 Carcinogenic, PBT and 
vPvB 

Sodium dichromate 234-190-3 Carcinogenic, 
mutagenic and toxic for 
reproduction 

Triethyl arsenate 427-700-2 Carcinogenic 

Tris(2-chloroethyl) phos-
phate 

204-118-5 Toxic for reproduction 

Zirconia aluminosilicate 
refractory ceramic fi-
bers(2) 

n/a Carcinogenic 

Chemical CAS No. Reason for Inclusion 



6  R e g u l a t o r y  a n d  S a f e t y  E v a l u a t i o n  S p e c i a l t y  S e c t i o n  

tween buyers and suppliers will need to be continually re-
visited as the list grows. 
 

Clearly, there are challenges and uncertainties regarding 
the SVHC requirements in REACH.  How will 
“reasonably foreseeable conditions of use and disposal” be 
interpreted?  How large will the list grow?  When will the 
next large addition to the list occur?  The next year will be 
interesting. 

Rick Reiss 
Exponent 

1800 Diagonal Road, Suite 300 
Alexandria, VA 23314 

Recently, bisphenol a (BPA) has become a hot topic 
within regulatory toxicology and one of broad public con-
cern.  Since the 1960’s, BPA has been used in the manu-
facturing of polycarbonate plastic and epoxy resins.  Con-
cerns surrounding BPA come from the widespread use of 
BPA-containing plastics and food containers, which in-
clude plastic water bottles and food and beverage can lin-
ings.  While a number of toxicological studies suggest that 
low-level exposure to BPA elicits little or no harmful ef-
fects, some studies examining sensitive populations, such 
as fetuses and infants and developmental and behavioral 
systems have raised a number of red flags1, 2.  In 2008, the 
National Toxicology Program (NTP) published a review 
regarding the risks associated with low-dose BPA expo-
sure and adverse human reproductive affects.  In short, the 
NTP suggests that there is “some concern for effects on 
the brain, behavior, and prostate gland in fetuses, infants, 
and children at current human exposures to bisphenol A, 
“while there is “minimal concern” regarding the effects on 
mammary glands and early puberty for females and 
“negligible concern” for the other outcomes3.  However, 
the NTP does not provide regulatory addition to the other 
independent safe levels of exposure to BPA.  After review-
ing the 2008 NTP report, in addition to other independent 
and government studies, the FDA concluded in a brief up-
date in January 2010 that “FDA shares the perspective of 
the National Toxicology Program that recent studies pro-
vide reason for some concern about the potential effects of 
BPA on the brain, behavior, and prostate gland of fetuses, 
infants, and children”3.  The FDA also expresses that there 
are uncertainties involved in the various BPA studies in-
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cluding the lack of consistency between studies, routes 
of exposure, metabolism, and the relevance of animal 
models to human health.  Nonetheless, the FDA is cur-
rently conducting a number of studies in rodents and 
nonhuman primates designed to address some of the un-
certainties surrounding low-dose BPA exposure.  The 
FDA is also exploring options to modify the current 
regulatory framework for BPA to improve oversight of 
exposures from food.  The FDA is also supporting 
manufacturers efforts to implement changes to remove 
BPA in food linings or replace it with safer alternative.  
In the 2010 BPA update, the FDA offers this public 
health recommendation, “At this interim stage, FDA 
supports reasonable steps to reduce exposure of infants 
to BPA in food supply.  In addition, FDA will work with 
industry to support and evaluate manufacturing practices 
and alternative substances that could reduce exposure to 
other populations”1.  As the FDA and other agencies 
continue to research and regulate BPA use, the RSESS 
will keep SOT members informed and aware of any 
regulatory changes concerning BPA and public health. 
 
1 Ryan BC, Hotchkiss AK, Crofton KM, et al.  In 

utero and lactational exposure to bisphenol A, in 
contrast to ethinyl estradiol, does not alter sexually 
dimorphic behavior, puberty, fertility, and anatomy 
of female LE rats.  Toxicological Sciences 
2010;114:133-48. 

2 Sharpe RM.  Is it time to end concerns over the es-
trogenic effects of bisphenol A?  Toxicological Sci-
ences 2010;114:1-4. 

3 U.S. Food and Drug Administration.  Update on 
bisphenol A for use in food contact applications.  
January 2010 (Available online at http://
www.fda.gov/newsevents/publichealthfocus/
ucm197739.htm) 

Tom Simones 
Toxicology Graduate Student 

 
 

Bisphenol A—A Summary of FDAs Recent Update 

REACH Update – Substances of Very High Con-
cern (SVHC) are Growing—Continued 
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