








October 4, 2014

Concordance between Animal and Human Tumours

Figure 4. Number of Agents Inducing Tumours in Rats in Each of 39 Tumour sites by Type of Agent
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Figure 5. Number of Agents Inducing Tumours in Humans in Each of 15 Organ Systems by Type of Agent
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Concordance between Animal and Human Tumours

Figure 6. Number of Agents Inducing Tumours in Animals in Each of 15 Organ Systems by Type of Agent
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Figure 7. Number of Agents Inducing Tumours in Mice in Each of 15 Organ Systems by Type of Agent
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Figure 8. Number of Agents Inducing Tumours in Rats in Each of 15 Organ Systems by Type of Agents
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Figure 9. Heat Map of Concordance between Tumours Caused by Group-1 Agents in Humans and Animals in 39
Tumour Sites

PHARMACEUTICALS

BICLOGICALS

i1

Humans + 4 Animal Specles
Humans + 3 Animal Species

ARSENIC, METALS,
FIBRES & DUSTS

 Humans + 2 Animal Species
% Humans + 1 Animal Species
Humans Only

3 Animal Species

i

RADIATION 2 Animal Species
1 Animal Species
Mo Species
LIFESTYLE
n |
1
i
CHEMICALS

Tumour Site

47

EPAHQ_0000719



October 4, 2014 Concordance between Animal and Human Tumours Page 48

Figure 10. Heat Map of Concordance between Tumours Caused by Group-1 Agents in Humans and Animals in 15
Organ Systems
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Concordance between Animal and Human Tumours:
An Analysis of 111 Agents Known to Cause Cancer in Humans

Supplemental Material lI: Statistical Evaluation of Concordance between Animal and Human Tumours

Daniel Krewskil??3, Jerry Rice*, Pascale Lajoiel”, Brittany Milton?, Brian Collins?, Mélissa Billard , Yann
Grosse®, Robert Baan®, Vincent Cogliano’, Kurt Straif®, Christopher Portier®,
Michael Bird®?, Julian Little® & Jan M. Zielinski®?
on behalf of the IARC Working Group on ‘Tumour-site Concordance and Mechanisms of Carcinogenesis’
which convened in Lyon April/November 2012

McLaughlin Centre for Population Health Risk Assessment, University of Ottawa, Ottawa, Canada
ZRisk Sciences International, Ottawa, Canada
3School of Epidemiology, Public Health and Preventive Medicine, University of Ottawa, Ottawa, Canada
“School of Medicine, Georgetown University, Washington, D.C., USA
*Department of Epidemiology, Queens University, Kingston, Canada
8IARC Monographs Programme, International Agency for Research on Cancer, Lyon, France
"Integrated Risk information System, US Environmental Protection Agency, Washington, D.C., USA
8Healthy Environments and Consumer Safety Branch, Health Canada, Ottawa, Canada

The Kappa (k) Statistic

Krewski et al. (2015) used a kappa (k) statistic described by Viera & Garrett (2005) to measure the
concordance between tumours seen in animals and humans for 111 distinct Group-1 agents identified in
the IARC Monographs programme through Volume 109. Statistical analysis of concordance is based on a
2x2 table, which gives counts of the number of agents providing sufficient evidence of the tumour of
interest in both animals and humans (A11), the number of agents for which the tumour of interest was not
seen in both animals and humans (Az), the number of agents positive in humans and negative in animals
(A21), and the number of agents positive in animals and negative in humans (A1z). The total number of
agents is given by N = Aj; + Ay + Az + Axi. [The notation Ay is used here rather than nias employed by
Krewski et al. (2015) to correspond to the notation used in the derivations below.]

The kappa (k) statistic used by Viera & Garrett (2005) is defined by
K= (Ao'Ae)/(A..'AE);

where A, and A. denote the observed and expected total counts along the diagonal of the 2 x 2 matrix,
with Ao = A11+Az; and Ae = (ALA1/A) + (A2 AL/A)).
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Confidence Limits onk

Calculation of a confidence limit on k is equivalent to determining the range of kappa values which could
have given rise to the observed table. Although Viera & Garrett (2005) propose a bootstrap method for
calculating confidence limits, we prefer the approach described below which, by calculating the exact
probability of each possible outcome in the 2x2 table, may provide more accurate confidence limits for the
true value of k.

For the 2x2 table, the underlying distribution can be characterised by 3 parameters: {7 {pgrobability of
row 1), T{prebability of column 1) and « (kappa). The individual cell probabilities can be calculated from
these 3 values (see Derivation Al below). The analysis of k is complicated by the presence of the two
nuisance parameters.

The probability of observing an outcome O

MDY E 0 I mIro OO

The probability of observing as extreme an outcome as A with an equal or smaller value of kappa is

the upper bound is the largest k such that [

the lower bound is the smallest k such that T |

where 05 )20

(Derivation A3). The search for the upper and lower confidence bounds may stop at these extremes. In

such cases there is no confidence bound. The complication is how many different values of the nuisance
parameters should be examined.
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The observed data are discrete counts and hence the probability distribution only takes on discrete values.
The probability of a more extreme outcome for different values of kappa can be difficult to anticipate. A
small change in kappa change shift relative probabilities and include different outcome matrices in the set

of more extreme values. A plot of the probability of more extreme values against the input parameters 77 £

upper and lower confidence bounds difficult.

lHustrative Examples

To understand the complexities in searching for the confidence limits, three examples were examined: one
where the observed kappa was at the upper limit, one where it was at the lower limit, and one where it

was intermediate between the upper and lower extremes. For all examples N=10, [-{==0.6 and ==l
0.7

The maximum possible kappa is 0.7286 which occurs when :: :(3)

The minimum possible kappa is -0.5217 which occurs when _E O

Vi
The intermediate value of kappa was 0.3478 which occurs when [ :Z i;

In the exploration of these examples, the search for the confidence bounds was done as follows. A pair of
nuisance parameters {dand | ;-werelselected and a search for kappa was started at the upper or lower

of 0.01 along logical search lines. Note that the function has a saw-tooth shape and any stepwise search
has the potential to miss identifying the first instance when the function goes above the critical value.

Example 1: Observed Kappa Intermediate between Upper and Lower Extreme

k=0.3478

il Minimum Maximum | Lower  90% | Upper 90%
kappa kappa Confidence confidence

Bound bound
0.6 0.7 -0.522 0.783 -0.354 0.724
0.61 0.69 -0.528 0.825 -0.361 0.770
0.62 0.68 -0.532 0.869 -0.354 0.788
0.63 0.67 -0.536 0.912 -0.360 0.824
0.64 0.66 -0.538 0.956 -0.359 0.816
0.65 0.65 -0.538 1.000 -0.351 0.796
0.6 0.7 -0.522 0.783 -0.354 0.724
0.6 0.69 -0.537 0.805 -0.362 0.750
0.6 0.68 -0.552 0.828 -0.362 0.768
0.6 0.67 -0.567 0.850 -0.366 0.778
0.6 0.66 -0.581 0.872 -0.370 0.795
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0.6 0.65 -0.596 0.894 -0.379 0.805
0.6 0.64 -0.610 0.915 -0.386 0.830
0.6 0.63 -0.624 0.937 -0.394 0.835
0.6 0.62 -0.639 0.958 -0.404 0.818
0.6 0.61 -0.653 0.979 -0.407 0.827
0.6 0.6 -0.667 1.000 -0.408 0.826
0.61 0.7 -0.513 0.803 -0.351 0.745
0.62 0.7 -0.504 0.823 -0.348 0.754
0.63 0.7 -0.496 0.844 -0.343 0.766
0.64 0.7 -0.486 0.865 -0.333 0.779
0.65 0.7 -0.477 0.886 -0.317 0.799
0.66 0.7 -0.468 0.908 -0.314 0.816
0.67 0.7 -0.458 0.931 -0.299 0.821
0.68 0.7 -0.449 0.953 -0.294 0.813
0.69 0.7 -0.439 0.976 -0.287 0.793
0.7 0.7 -0.429 1.000 -0.274 0.800

The largest upper confidence bound is 0.835 which occurs when 4= 10.6 and T{3=0.63.

The smallest lower confidence bound is -0.408 which occurs when T-{3=10.6 and {=10.6.

The lower and upper values for the confidence bound do not occur at the observed -{Zandl1[-apdare

substantlally different than those which would be calculated if the search didn’t examine other values for

k=0.7826

For this example in order to find an upper bound for kappa the search has to find pairs 5/
allow values for kappa greater than 0.7826. This requires that ]

-3 53
the sample space where o= 1{Hd £{]
g & TH5 &4 Minimum | Maximum | Lower  90% | Upper 90%
kappa kappa confidence confidence
Bound bound
0.6 0.7 -0.522 0.782 -0.052 0.782 X
0.61 0.69 -0.528 0.825 -0.054 0.825 X
0.62 0.68 -0.532 0.869 -0.038 0.868 X
0.63 0.67 -0.536 0.912 -0.029 0.912 X
0.64 0.66 -0.538 0.956 -0.027 0.956 X
0.645 0.655 -0.538 0.978 -0.023 0.978 X
0.65 0.65 -0.538 1.000 -0.019 0.984
0.6 0.6 -0.667 1.000 -0.049 0.986
0.61 0.61 -0.639 1.000 -0.045 0.986
0.62 0.62 -0.613 1.000 -0.044 0.987

TBhould be closer to the dlagona! of
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0.63 0.63 -0.587 1.000 -0.038 0.986
0.64 0.64 -0.563 1.000 -0.022 0.985
0.65 0.65 -0.538 1.000 -0.019 0.984
0.66 0.66 -0.515 1.000 -0.020 0.983
0.67 0.67 -0.493 1.000 -0.026 0.981
0.68 0.68 -0.471 1.000 -0.023 0.980
0.69 0.69 -0.449 1.000 -0.001 0.982
0.7 0.7 -0.429 1.000 0.002 0.981
0.6 0.69 -0.537 0.805 -0.050 0.805 X
0.6 0.68 -0.552 0.828 -0.050 0.827 X
0.6 0.67 -0.567 0.850 -0.052 0.849 X
0.6 0.66 -0.581 0.872 -0.051 0.871 X
0.61 0.7 -0.513 0.803 -0.053 0.802 X
0.62 0.7 -0.504 0.823 -0.052 0.823 X
0.63 0.7 -0.496 0.844 -0.038 0.843 X
0.64 0.7 -0.486 0.865 -0.037 0.864 X
0.65 0.7 -0.477 0.886 -0.029 0.886 X
X —search stops at boundary
The largest upper confidence bound is 0.987 which occurs when [-{=10.62 and =062
The smallest lower confidence bound is -0.054 which occurs when - 2=10.61 and - =0.69
Example 3: Observed Kappa at Lower Extreme
Kk=-0.5217
For this example in order to find an lower bound for kappa the search has to find pairs -5 £l owhich

allow values for kappa less than -0.05217. This requires that /5
the sample space where [-==£1-{1Hd 510

shodld be closer to the diagonal of

-3 £ TH4 £ Minimum | Maximum | Lower  90% | Upper 90%
kappa kappa confidence confidence

Bound bound
0.6 0.7 -0.52174 0.78261 -0.521 x | 0.271
0.59 0.68 -0.56116 0.80753 -0.561 x | 0.286
0.58 0.66 -0.60202 0.83137 -0.602 x | 0.289
0.57 0.64 -0.64446 0.854 -0.644 x | 0.295
0.56 0.62 -0.68863 0.876 -0.688 x | 0.282
0.55 0.60 -0.73469 0.898 -0.734 x | 0.285
0.54 0.58 -0.78282 0.919 -0.781 0.272
0.53 0.56 -0.83320 0.940 -0.818 0.262
0.52 0.54 -0.88604 0.960 -0.675 0.262
0.51 0.52 -0.94155 0.980 -0.680 0.260
0.50 0.50 -1.00000 1.000 -0.462 0.211
0.6 0.6 -0.66667 1.00000 -0.666 x | 0.285
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0.59 0.59 -0.69492 1.00000 -0.694 x | 0.286
0.58 0.58 -0.72414 1.00000 -0.724 x | 0.268
0.57 0.57 -0.75439 1.00000 -0.754 x | 0.267
0.56 0.56 -0.78571 1.00000 -0.784 0.250
0.55 0.55 -0.81818 1.00000 -0.806 0.260
0.54 0.54 -0.85185 1.00000 -0.833 0.245
0.53 0.53 -0.88679 1.00000 -0.676 0.248
0.52 0.52 -0.92308 1.00000 -0.620 0.245
0.51 0.51 -0.96078 1.00000 -0.492 0.234
0.5 0.5 -1.00000 1.00000 -0.462 0.211

X —search stops at boundary
The largest upper confidence bound is 0.295 which occurs when [H{Z=10.57 and (= 0.64

The smallest lower confidence bound is -0.833 which occurs when -Z=0.54 and [=10.54

Calculation of Confidence Limits

The examples given above were entered on an Excel spreadsheet. The sample size for the examples was
10 which resulted in a total of 286 possible outcomes. This was a manageable number to be used in the
spreadsheet. The search for the upper and lower confidence bounds was done by trial and error.

A set of functions to do the calculations was programmed in R. and the functions were tested to ensure
they gave identical results to the spreadsheet.

Practical Considerations

The total number of possible outcomes is (N+1)(N+2)}{(N+3)/6 (Derivation A2). For the concordance data
base the largest value of N is 70 for which the number of possible outcomes is 62,196. With this sample
size a search for the confidence bound at a single set of the nuisance parameters [}dand]/Ianhtbke
several minutes. Separate searches have to be run separately for the upper and lower confidence bounds.
It was impractical to do a thorough search for the absolute upper and lower confidence bound. The
nuisance parameters are examined for a 9 point grid centered at the maximum likelihood estimates. The
grid consists of the center of a square, the 4 corners and the 4 centers of the sides. The sides extend 0.02
above and below the centre if both the maximum likelihood estimates are above 0.1 and 0.01 if either of
the maximum likelihood estimates is below 0.1.

This is a limited search to find the confidence bounds but results in some working confidence bounds. The
kappa statistic is only intended to provide a coarse measure of reproducibility and extremely accurate
confidence bounds are not necessary.

For the data at the individual organ level the observed proportion of time tumors occur is usually small. If
the observed kappa is at the lower (upper) extreme then it is sometimes impossible to find a lower (upper)
confidence bound for the observed value. In such situations there is a limited space of nuisance parameters
to find a suitable lower (upper) bound. These results are marked NE (no estimate) in the tables.
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Appendix: Derivations

Derivation A.1: CALCULATE 2X2 TABLE FROM T 1 [ [ohdk

Derivation A2: 2x2 TABLE NUMBER OF OUTCOMES

For a 2x2 table with a total sample size of n

All cell n+1 possible outcomes

Al12 cell (n+1-i) outcomes where i is number in cell A11

Al3cell (n+1-i-j) possible outcomes where j is the number in cell A12
A22 cell known from remaining cells

Total possible number of cells is

oo
(T3 =TI =
= o= =1 CC =1C o

=000
2 4 12
_ (CED(IE2)(TEB) ©
6
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Derivation A3: 2x2 TABLE: MAXIMUM AND MINIMUM «k GIVEN MARGINAL PROBABILITIES

The maximum k occurs when

Qi=miin( TR0 O

idithe maximum value of kappa is less than

The observed agreement is !
1unless the [ =

The minimum k occurs when
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To: Arzuaga, Xabier[Arzuaga.Xabier@epa.govl]; Jones, Samantha[Jones.Samantha@epa.govl;
Cooper, Glinda[Cooper.Glinda@epa.govl; D'Amico, Louis|[DAmico.Louis@epa.gov}; Cogliano,
Vincentfcogliano.vincent@epa.gov]

From: Gibbons, Catherine

Sent: Mon 9/28/2015 9:49:18 PM

Subject: RE: systematic review workshop...

Thank you Xabier!

| also just talked to Kate Guyton, who is implementing similar strategies for searching for and
sorting mechanistic data (albeit cancer-specific) at IARC. She said she’d be happy to give a talk
and/or participate, although since she’s out of leave time and won’t be in DC for the holidays
until the following week, she may have {o give it via webinar, which would probably necessitate
an earlier time slot in the day.

Thanks!

Catherine

From: Arzuaga, Xabier

Sent: Monday, September 28, 2015 2:52 PM

To: Jones, Samantha; Cooper, Glinda; D'Amico, Louis; Cogliano, Vincent
Cc: Gibbons, Catherine

Subject: Re: systematic review workshop...

Hello everyone,

Catherine and | discussed the language of the announcement and we drafted a list of
potential experts on the topic of mechanisms-MOA for the December. We are OK with
Glinda's suggestion or the title: -Systematic review for questions relating to
mechanisms/mode of action: what is really needed, and how can it be efficiently
applied?" A list of potential speakers and example publications are presented below.
Thank you very much!

Xabier
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Potential list of speakers and example publications.

Natalia Garcia-Revero.

Advancing Adverse Outcome Pathways for Integrated Toxicology and Regulatory Applications.
Natalia Garcia-Reyero. Lnviron. Sci. Technol., 2015, 49 (1), pp 3-9.

Grace Patlewicz.

Applying Adverse Outcome Pathways (AOPs) to support Integrated Approaches to Testing and
Assessment (IATA). K.E. Tollefsen, S. Scholz, M.T. Cronin, S.W. Edwards, J. de Knecht, K.
Crofton, N. Garcia-Reyero, T. Hartung, A. Worth, G. Patlewicz. Reg. Toxicol.

Pharmacol., 2014, Volume 70 (December 2014), Pages 629-640.

Lyle Burgoon, and/or Edward Perkins

Using Adverse Outcome Pathways for Regulatory Applications. Edward J Perkins, Philipp
Antczak, Lyle Burgoon, Francesco Falciani, Steve Gutsell, Geoff Hodges, Aude Kienzler, Dries
Knapen, Mary McBride, Catherine Willett. In preparation.

Quantitative Adverse Outcome Pathways for Regulatory Applications. Edward J Perkins, Philipp

Antczak, Lyle Burgoon, Francesco Falciani, Steve Gutsell, Geoff Hodges, Aude Kienzler, Dries
Knapen, Mary McBride, Catherine Willett. In preparation.

Andrew Roonev.

Thomas Hartune and Kim Boekelheide

Bouhifd M, Andersen ME, Baghdikian C, Boekelheide K, Crofton KM, Fornace AJ Jr,
Kleensang A, Li H, Livi C, Maertens A, McMullen PD, Rosenberg M, Thomas R, Vantangoli M
Yager JD, Zhao L, Hartung T. The human toxome project. ALTEX. 2015:32(2):112-24.

2
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From: Jones, Samantha

Sent: Monday, September 28, 2015 10:45 AM

To: Arzuaga, Xabier; Cooper, Glinda; D'Amico, Louis; Cogliano, Vincent
Cc: Gibbons, Catherine

Subject: RE: systematic review workshop...

Hi all,

| have no comments/edits.

From: Arzuaga, Xabier

Sent: Monday, September 28, 2015 10:33 AM

To: Cooper, Glinda; D'Amico, Louis; Jones, Samantha; Cogliano, Vincent
Cc: Gibbons, Catherine

Subject: Re: systematic review workshop...

Good morning Glinda,

I'm OK with that language. | think it captures the issue. Catherine and | also discussed
other possible titles, but | think the one you proposed is good. Thanks!

Xabier

From: Cooper, Glinda

Sent: Monday, September 28, 2015 10:22 AM

To: Arzuaga, Xabier; D'Amico, Louis; Jones, Samantha; Cogliano, Vincent
Cc: Gibbons, Catherine

Subject: RE: systematic review workshop...

Are you OK with this language in the announcement, describing the topic:
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- Systematic review for questions relating to mechanisms/mode of action: what
is really needed, and how can it be efficiently applied?

From: Arzuaga, Xabier

Sent: Sunday, September 27, 2015 8:55 PM

To: Cooper, Glinda; D'Amico, Louis; Jones, Samantha; Cogliano, Vincent
Cc: Gibbons, Catherine

Subject: Re: systematic review workshop...

Hello Glinda,

Thank you for the update. Catherine and | are working on the second topic and a list of
potential speakers. We hope the lists captures experts in the evaluation of mechanistic
evidence for MOA analysis of cancer and non-cancer effects. We hope to send an
update by COB (09/28/2015). Thanks!

Xabier

From: Cooper, Glinda

Sent: Friday, September 25, 2015 4:32 PM

To: D'Amico, Louis; Jones, Samantha; Cogliano, Vincent; Arzuaga, Xabier
Cc: Gibbons, Catherine

Subject: RE: systematic review workshop...

The current plan is for a one-day workshop with two sessions. The reason | want to say Dec 16
or Dec 17 is the final date will depend on availability of various people. Also, we could
conceivably do one session on Dec 16 and the other on Dec 17 if that's what is needed.

One session is on developments in study evaluation tools; it will (hopefully) include talks from
someone with Cochrane, someone with GRADE, someone with Navigation Guide, and EPA;
could include others; could also include a panel discussion.
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The second is on mechanistic data. | have used the phrasing from the WHO survey below (I will
let Xabier and Catherine focus on this one)

EPA’s National Center for Environmental Assessment (NCEA) is hosting a workshop on
Systematic Review for Chemical Risk Assessment in Arlington, VA on December 16 or
17, 2015. The purpose of the workshop is to examine developments in methods for
evaluation and synthesis of different types of evidence (epidemiology, animal toxicology,
and mechanistic), and examples of application of methods. Specific sessions will focus
on:

- Systematic review for questions relating to mechanisms/mode of action: what is really
needed, and how can it be efficiently applied?

- From theory to practice: lessons learned from the assessment of quality for studies of
environmental and chemical exposures OR Developments in study quality assessment
tools for evaluation of studies of environmental and chemical exposures: new tools,
lessons learned, and future directions

Suggestions for speakers pertaining to these topics, and suggestions for additional
topics are requested by October XX, 2015.

Glinda

From: D'Amico, Louis
Sent: Thursday, September 24, 2015 2:08 PM
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To: Cooper, Glinda; Jones, Samantha; Cogliano, Vincent
Cc: Gibbons, Catherine
Subject: RE: systematic review workshop...

So a couple thoughts/reactions on the draft text:

1) | don’t think we can go out with a workshop that describes “possible topics” or is soliciting
topics from the public. | think it's on us to identify the topic that would be most helpful to us, and
solicit comment/suggestions from the public on speakers and specific things o discuss under a
given topic.

2) | appreciate that the EDC papers are informative since they talk about the application of
Klimisch scores and study quality, but | think that as soon as we talk about EDC’s and non-
monotonicity, the discussion on systematic review related topics will be lost in the noise of
people wanting to talk about EDC’s more broadly. Are there other papers that address the
study quality issues, only not in the context of EDC’s? If not, and we were to move forward with
that topic, we would need to explicitly lay out that we aren’t talking about the science of EDC’s
here, but the approach to the analysis. Thinking about it in total, | would prefer to avoid the EDC
topic.

3) Pve attached a previous questionnaire that we were sending back to WHO on systematic
review through NIEHS (at least | think that’s the path it was taking). There we identified 3 topics
that were of interest to EPA. Would any of these be appropriate as the focus of a one day
discussion? They might be of a scope that would work for this meeting.

It might be worth considering the arc of what we've done so far on SR. We have input from a
couple NRC reports, and we followed up with a workshop in 2013 that surveyed a few issues in
systematic review. It might be nice here to demonstrate some program evolution from looking at
multiple topics like we did in 2013 by drilling down in more detail in a single topic for this
workshop (particularly if we're talking about a 1 day event, which at this point seems like all we
can handle).

As to the other points Glinda brought up, | definitely agree with the whole overloading issue.
Picking one and focusing might be the path of least resistance.

-lou

Louis D'Amico, Ph.D.
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Acting Communications Director, ORD/NCEA

damico louis@epa.gov

O: (703) 347-0344 M: (703) 8598-1719

From: Cooper, Glinda

Sent: Tuesday, September 22, 2015 6:03 PM

To: Jones, Samantha; Cogliano, Vincent; D'Amico, Louis
Cc: Gibbons, Catherine

Subject: RE: systematic review workshop...

One day only (maximum) — can | call in a fire alarm in the middle? I've got some ideas for
people, but it will depend on the topics.

The EDC topic was not meant to be about a specific chemical. It was prompted by some recent
commentaries. (Zoeller is a response {o Lagarde)

Glinda

From: Jones, Samantha

Sent: Tuesday, September 22, 2015 5:09 PM

To: Cooper, Glinda; Cogliano, Vincent; D'Amico, Louis
Cc: Gibbons, Catherine

Subject: RE: systematic review workshop...

Thanks for providing!

We already have a general statement on the NCEA website when we did a “save the date”
general announcement. That has been up on the web for quite some time. The next step
(release of info) would have to be more than one sentence. What you have provided below is
more along the lines of what is needed. Also, we'll need to get going with ICF to start getting
people...do you already have folks identified that you want {o participate?.
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We will pick one day in December, unless you think we could use both. We do not have plans
to discuss chemicals at the December meeting, so it's all Systematic Review.

Endocrine disrupting chemicals?? Have we been working the agency group on this? Are we
focusing on specific IRIS or PPRTV chemicals?

| agree about overburdening the systematic review team, just wanted {o offer up potential help
for you and also experience for others. It looks like Catherine is planning to be involved.. |
meant to include her name in my earlier email ©

Competing priorities combined with the migration of the EPA website to Drupal (which is
occurring by Oct 1) we are working against a tight timeline. | also anticipate that Ken will ask
for a briefing in the near fulure, especially since he received one today for the less than lifetime
workshop that is scheduled for January 2016.

From: Cooper, Glinda

Sent: Tuesday, September 22, 2015 4:.57 PM

To: Jones, Samantha; Cogliano, Vincent; D'Amico, Louis
Cc: Gibbons, Catherine

Subject: RE: systematic review workshop...

Samantha,

Thanks for your note. I've been talking to Vince about this for months. Tried to get something on
the website a few weeks ago but apparently Lou thought that one sentence was not enough.

Here is an expanded paragraph for Lou’s consideration (Catherine, please help rephrase bullet
#2):

EPA’s National Center for Environmental Assessment (NCEA) is hosting a workshop on
Systematic Review for Chemical Risk Assessment in Arlington, VA on December 16 or 17,
2015. The purpose of the workshop is to examine developments in methods for evaluation and
synthesis of different types of evidence (epidemiology, animal toxicology, and mechanistic), and
examples of application of methods. Possible topics include (but are not limited to):
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- Application of systematic review methods to endocrine disrupting chemicals

- Frameworks for evaluating mechanistic data relating to cancer and to effects other than
cancer

- Examples of protocol development for review of chemical toxicities
- Recent developments by groups working in systematic review

Suggestions for speakers pertaining to these topics, and suggestions for additional topics are
requested by October 15, 2015.

| do not think it is a good idea to place any more burden on the systematic review team, given
their current responsibilities in getting the handbook releasable, and in the Lean-related tasks
that fall on this group. But if we end up doing a topic that one or two people can help with (in
terms of identifying speakers), | would be happy to ask them.

Glinda

From: Jones, Samantha

Sent: Tuesday, September 22, 2015 4.07 PM
To: Cooper, Glinda

Subject: systematic review workshop...

Hey,

| know your are the lead on this and probably haven’t had much time to think about it
considering all the other stuff you are doing but | was wondering if we could chat about this. We
are going to need to start doing outreach and if we want public input on topics and people we'll
need to have some more details in mind.

| was also thinking you shouldn’t have to do this by yourself. What do you think about having
folks who've been working on systematic review internally (namely, folks like April, Teneille, etc)
to serve as a steering committee or some sort of planning committee to help share the technical
organization burden. We will have Joe and ICF to take care of the logistics as we have been
doing with other workshops.
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Let me know...

Samantha

Samantha J. Jones, Ph.D

Associate Director for Science

Integrated Risk Information System (IRIS) Division
National Center for Environmental Assessment
Office of Research and Development

LS. Environmental Protection Agency

Mailing address:

1200 Pennsylvania Ave, NW (8601F)
Washington, DC 20460

Fhone: (703) 347-8580

Fhysical location:

Two Potomac Yard (North Building)
2733 5. Crystal Drive

Suite N-7812

Arlington, VA 22202
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To: Cogliano, Vincent[cogliano.vincent@epa.govl; Robert Baan[BaanR@uvisitors.iarc.fr]
From: Bernard Stewart

Sent: Wed 9/23/2015 12:20:08 AM

Subject: RE: Introduction Vol100WS

Thanks Vincent.

| won't address any matters you raise in detail now because I'm due to catch a plane for London
shortly. A week later I'll be at the Agency with Robert, where we will do our best to, as you say,
have this finished.

Warmest regards

Bernard.

From: Cogliano, Vincent [mailto:cogliano.vincent@epa.gov]

Sent: Wednesday, 23 September 2015 7:55 AM

To: Robert Baan <BaanR@visitors.iarc.fr>

Cc: Bernard Stewart <Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV.AU>
Subject: RE: Introduction Vol100WS

Hello, Robert and Bernard—Attached is a revised Introduction in redline/strikeout format so you can see
what | changed.

I also took the liberty of suggesting a re-ordering of papers in the attached table of contents. Briefly, | re-
ordered the key characteristics chapters so they match the order in Martyn’'s chapter. [This author notes
that it would have been nice to have a chapter on each key characteristic. A chapter on epigenetics would
have been especially nice, as this topic is not often covered in the Monographs.} | also noticed that two
chapters mention inflammation and that there are also two chapters that mention susceptibility. | hope
they are not inconsistent.

Then | viewed the remaining chapters as covering various groups of agents. The topics of radiation or
tumourviruses didn’'t seem to me to be any different, so | grouped them together, too. But that's an
Editor's choice, so take or reject these suggestions as you wish.

One question: what is the status of the consensus report? | hope we have one, but | don’t recall seeing it
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recently.

It will be good to have this finished. Thank you for your efforts to bring this to completion.

With warm regards,

Vincent

From: Robert Baan [mailto:BaanR@visitors.iarc.fr]
Sent: Wednesday, September 09, 2015 9:47 AM
To: Cogliano, Vincent

Cc: Bernard Stewart

Subject: Introduction Vol100WS

Dear Vincent,
| hope you are doing fine, and that you had a pleasant summer break.

The preparations of the Scientific Publication on 'Concordance and Mechanisms' have
advanced to the stage where a 'Table of Contents' (see attached) could be drafted,
which for me is an encouraging sign that the end is near! As you will see, this
document presents the titles, authors and the proposed order of the chapters in the
forthcoming publication. It occurred to me that it might be useful to send you this draft,
with the suggestion to take another look at your Introduction (latest version attached), in
which you refer to several chapters in the book.

Let me know if you can find the time to adapt and modify your text, so that it is
concordant with the Table of Contents.

Best wishes!

Robert

From: Robert Baan

Sent: Monday, September 7, 2015 10:14 PM
To: Kurt Straif; Bernard Stewart

Cc: Yann Grosse
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