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Concordance between Animal and Human Tumours:
An Analysis of 111 Agents Known to Cause Cancer in Humans

Supplemental Material I: Statistical Measures of Concordance between Animal and Human Tumours

Daniel Krewski**3, jerry Rice*, Michael Bird%?, Brittany Milton?, Brian Collins?, Pascale Lajoie®, Mélissa Billard ¥,
Yann Grosse®, Robert Baan®, Vincent Cogliano’, Kurt Straif®, Jane Caldwell, lvan Rusyn®,
Christopher Portier®, 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
ENational Center for Environmental Assessment, US Environmental Protection Agency, Washington, D.C., USA
9College of Veterinary Medicine, Texas A&M University, College Station, USA
©¥Healthy Environments and Consumer Safety Branch, Health Canada, Ottawa, Canada

Krewski et al. (2016) conducted a comprehensive analysis of the concordance between tumours seen in
animals and humans for 111 distinct Group-1 agents identified in the IARC Monographs programme
through Volume 109, based on information abstracted from the IARC Monographs by Grosse et al. (2016).
Concordance analysis was based on the 60 agents with sufficient evidence of carcinogenicity both in
humans and in animals, with at least one tumour site specified for humans and at least one tumour site
specified for animals. For simplicity of presentation, analysis of concordance were based on the overlap
between tumour sites expressed in animals and humans (Krewski et al., 2016, Table 7, Figure 9).

Concordance between animal and human tumour sites is based on the overlap between animal and
human tumour sites, as shown in Supplemental Table 6 (all animals) and Supplemental Table 7 {mice and
rats). Let Nn, N,, and N, denote the number of agents demonstrating a particular tumour site in humans,
animals, or both humans and animals, respectively. The total number of agents demonstrating tumours
at this site is then Ne=Nn+Nas-Np. Concordance is measured by the percentage overlap, calculated as
(Nu/N:)x100%. These results are shown in the column headed ‘overlap’ in Supplemental Tables 6 and 7.
[The ‘overlap’ results in Supplemental Table 6 are the basis of the evaluation of concordance in Table 7 of
Krewski et al. (2016)]

The WG was also interested in the overlap between agents demonstrating tumours in animals at a
particular site with agents demonstrating tumours in humans at that site, calculated as (Np/Nn)x100%.
These results are shown in the column headed ‘animal/human overlap’ in Supplemental Tables 6 and 7,
and reflect the percentage of agents demonstrating tumours at the site of interest in humans that have
also been seen to cause tumours at that site in animals. [The ‘animal/human overlap’ results in
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Supplemental Table 6 are the basis of the analysis of overlap between animal and human tumours in Panel
A of Figure 9 in Krewski et al. (2016).]

Conversely, the ‘human/animal overlap’ column in Supplementary Tables 6 and 7, calculated as
(Nu/Na.)x100%, reflects the percentage of agents demonstrating tumours at the site of interest in animals
that have also been seen to cause tumours at that site in humans. [The ‘human/animal overlap’ results in
Supplemental Table 6 are the basis of the analysis of overlap between human and animal tumours in Panel
B of Figure 9 in Krewski et al. (2016).]

More formal statistical analyses of concordance may be based on a comparison of animal and human
tumours summarized in the form of the following 2x2 table.

Humans
Animals Positive Negative Total
Positive Ni: N1z N
Negative N21 N2> N2,
Total N1 N1 N:

Here, Ni: denotes the number of agents for which the tumour site of interest was observed in both
animals and humans, Ny denotes the number of agents for which the tumour site was seen in neither
animals nor humans, N»; denotes the number of agents positive in humans and negative in animals, and
Ni, denotes the number of agents positive in animals and negative in humans. The total number of agents
is given by Nt = Nig + Naz + Ngo + Nos.

A simple, intuitive measure of overall concordance used by Gold et al. (1989) is the proportion positive in
both species, (N11/N:), plus the proportion negative in both species, (N»2/N:), defined by

p = ((N11+N22)/Ny).

The value of p ranges from 0 to 1, where p=0 and p=1 reflect perfect discordance and perfect concordance,
respectively. Concordance can also be measured using the kappa (k) statistic discussed by Viera & Garrett
(2005), defined by

K= (No'Ne)/(Nt'Ne)l

where N, and N, denote the observed and expected total counts along the diagonal of the 2 x 2 matrix,
with No = N1i+N2 and Ne = (N1 N.1/Ns) + (N2.N2/N:). This statistic measures concordance as slight (0.01-
0.20), fair (0.21-0.40), moderate (0.41-0.60), substantial (0.61-0.80), and almost perfect (0.81-0.99).
Values of k < 0 correspond to less than chance agreement (Viera & Garrett, 2005). Since these two
concordance measures are related by the formula

K= (th - Ne)/(Nt'Ne);
they provide equivalent information on concordance, albeit on a different scale of measurement.

Although the above statistical measures of concordance were considered by the Working Group (WG]},
the simpler measures of concordance in Supplemental Table 6 (all animals) and Supplemental Table 7
(mice and rats) were used as the basis for evaluating concordance between animal and human tumour
sin the present analysis.

EPAHQ_0000376



July 12, 2016 Concordance Analysis Supplemental Material ll Page 3 of 5

References

Gold,L.S., Bernstein,L., Magaw,R., & Slone,T.H. (1989) Interspecies extrapolation in carcinogenesis:
prediction between rats and mice. Environ.Health Perspect., 81,211-219.

Krewski et al. (2016). Concordance between Animal and Human Tumours: An Analysis of 111 Agents
Known to Cause Cancer in Humans. [This volume.]

Viera, A.J. & Garrett, J.M. (2005). Understanding interobserver agreement: the Kappa statistic. Family
Medicine 37: 360-363.

List of Tables

Supplemental Table 6. Concordance between Tumours seen in Humans and Animals for 60 Group-1
Agents by Organ and Tissue System/Tumour Site

Supplemental Table 7. Concordance between Tumours seen in Humans and Rodents (Mice and Rats) for
60 Group-1 Agents by Organ and Tissue System/Tumour Site

EPAHQ_0000377



Supplemental Table 6. Concordance between Tumours seen in Humans and Animals for 60 Group-1 Agents by Organ and Tissue System/Tumour Site

. 1 ., .
Organ a.nd Tlss.ue System (.Orga.n Syste;n No.) Humans | Animals® Both Overlap (%)3 AnlmaI/Huma:] Human/AnlmaSI
Tissue Site (Anatomical Site No.) Overlap (%) Overlap (%)
Gopet Reroisse T (] e L R B R e
Nasal cavity and paranasal sinuses (1) 3 3 [4] 0.0 0.0 0.0
Nasopharynx {2) 3 1 1 333 333 100.0
Oral cavity (3} 4 6 2 25.0 50.0 333
Pharynx (4) 2 0 0 N/A N/A N/A
Tongue (5) 0 1 0 N/A N/A N/A
Salivary gland (7) 1 0 0 N/A N/A N/A
Larynx (9} 3 1 1 333 333 100.0
Lung {10} 20 22 16 61.5 80.0 72.7
2
z
2
Oesophagus (14) 5 0 0 N/A N/A N/A
Stomach (15) 3 5 1 14.3 333 20.0
Intestine {including colon and rectum) (16) 3 1 0 0.0 0.0 0.0
T
Liver parenchyma and bile ducts {17) 7 14 4 23.5 57.1 28.6
Pancreas NOS (18} 2 [} N/A N/A N/A
1 7]

Gail bladder {19) 0 N/A N/A N/A
o 1 e
Brain and spinal cord (CNS} (20) 1 4] 0 N/A N/A N/A
Eye (22) 1 0 0 N/A N/A N/A
Thyroid, follicular epithelium {23} 2 2 2 100.0 100.0 100.0
| Adrenal gland {medulla, cortex, NOS) {24} 0 1 0 N/A N/A N/A
Pituitary (25) 0 1 0 N/A N/A N/A
Haematopoietic tissue (28} 10 2 2 20.0 20.0 100.0
Lymphoid tissue {29) 2 10 1 9.1 50.0 10.0
Skin and adnexae {30) 9 16 6 31.6 66.7 37.5
Cutaneous melanocytes (31} 3 [} 0 N/A N/A N/A

Connective Tissues {12}

-

H
=
N
©
g
o
5
o

2
=

N/A N/A
N/A

Soft connective tissue {32)

z
=
2
=

Blood vasculature {endothelium}{33)

Hard connective tissue {bone, cartilage} (34)
Female Breast, Female Reproductive Organs and Reproductive Tract (13}
Breast {35)
Ovary (36}
Uterine cervix (37)
Uterus {38)
Vulva/vagina (39)

NmmwaH o

Hmom
QNNQHHth
Nl W (=3
NMKEERE - B
oo ®lolx]l N
ul o N Y
NEIRE S
SMNEE - B

=
HEIRIEN -
MNEIN S

2
E h

N/A N/A

solwlw]l=]IN

L2y e Y ee  F e 00
All cancers combined (43) 1 [4] [4] N/A N/A N/A
Al solid cancers (44) 1 0 [} N/A N/A N/A
Exocrine glands NOS (47) 0 4 0 N/A N/A N/A

B Systems/sites in the anatomcially based tumour nomenclature system (see Supplemental Tables 1 and 4) lacking sufficient evidence in both humans and animals not shown.
{For example, there was insufficient evidence of tumours of the male reportuctive tract in both humans and animals.)

2 Animals' includes mice, rats, monkeys, dogs, and hamsters

3 Percentage overlap calculated as (N,/{N,#N,-N.))x100%, where N, N,, and N, denote the number of agents with sufficient evidence in humans, animals,
or both humans and animals, respectively.

“ Percentage overlap calculated as {N,/N,)x100%.

® Percentage overlap calculated as {N/N_)x100%.
N/A: Calculation of overlap not possible when no agents demonstrate the tumour site of interest in either humans or animals (or both).
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Supplemental Table 7. Concordance between Tumours seen in Humans and Rodents for 60 Group-1 Agents by Organ and Tissue System/Tumour Site

. 1 . .
Organ and Tissue System (Organ System No.) Humans |Rodents? Both Overlap (%)3 Anlmal/Huma:\ Human/AnlmaSI
Tissue Site (Anatomical Site No.)* Overlap (%) Overlap (%)

Nasal cavity and paranasal sinuses {1} 3 3 [4] 0.0 0.0 0.0
Nasopharynx {2) 3 1 1 33.3 33.3 100.0
Oral cavity {3} 4 [ 2 25.0 50.0 33.3
Pharynx (4) 2 0 0 N/A N/A N/A
Tongue {5) 4] 1 4] N/A N/A N/A
Salivary gland {7) 1 0 4] N/A N/A N/A
Larynx {9) 3 0 4] 0.0 0.0 N/A

Lung (10) 20 22 16 61.5 80.0 72.7

100.0 1000 1000
Mesothelium (12) I 100.0 100.0 100.0

Mesothelium (3) e

)

eln

SRR B B P D R e e
5

Oesophagus {14) 0 4] N/A N/A N/A

stomach (15) 4 1 16.7 33.3 25.0

Intestine {including colon and rectum) (16) 3 1 [4] 0.0 0.0 0.0
G
Liver parenchyma and bile ducts {17) 7 13 3 17.6 42.9 23.1
Pancreas NOS (18) 2 0 N/A N/A N/A

Gall bladder (19) 1 o 0 N/A N/A N/A
R P
Brain and spinal cord {CNS) {20} 1 0 0 N/A N/A N/A

Eye (22) 1 0 0 N/A N/A N/A

Thyroid, follicular epithelium {23} 2 2 2 100.0 100.0 100.0

|Adrenal gland (meduila, cortex, NOS} (24) 0 1 0 N/A N/A N/A

Pituitary (25) 4 1 0 N/A N/A N/A

Girey lenalcortes, renal medulle ey NOS) (26 -
ot (1 R RS B B R R
Urothelum (renal pelus o ureter arurinry bodder) (27 o - [ - [ w0 T w0 | w0

W

-

ymphord and Haematoporetc Tasues 10 P s DR S e

Haematopoietic tissue {28) 10 2 20.0 100.0

Lymphoid tissue {29) 2 10 9.1 50.0 10.0
S R s P R
16 f

- NIy

1
Skin and adnexae (30) 9 & 31.6 66.7 37.5
Cutaneous melanocytes {31) 3 0 0 N/A N/A N/A
T
Soft connective tissue (32) 0 9 0 N/A N/A N/A
Blood vasculature {endothelium} {33} 0 N/A N/A N/A
Hard connective tissue {bone, cartilage} {34} 5 4 3 50.0 60.0 75.0
s 0 B
Breast {35) 4 8 2 20.0 50.0 25.0
Ovary {36) 3 1 0 0.0 0.0 0.0
Uterine cervix {37} 3 2 1 25.0 33.3 50.0
Uterus (38} 2 2 1 33.3 50.0 50.0
Vulva/vagina {39) 1 0 0 N/A N/A N/A
T R B B
| All cancers combined {43} 1 4] 4] N/A N/A N/A
All solid cancers (44} 1 0 0 N/A N/A N/A
Exocrine glands NOS (47} o 0 7] N/A N/A N/A

1Systems/si’ces in the anatomcially based tumour nomenclature system (see Supplemental Tables 1 and 4) lacking sufficient evidence in both humans and animals not shown.
(For example, there was insufficient evidence of tumours of the male reportuctive tract in both humans and animals.}

% ‘Rodents' includes mice and rats.

3 Percentage overlap calculated as (Np/{Np+N,-N,))x100%, where Ny, N,, and N, denote the number of agents with sufficient evidence in humans, animals,
or both humans and animals, respectively.

4 Percentage overlap calculated as (Np/N;}x100%.

> Percentage overlap calculated as (Np/N,}x100%.
N/A: Calculation of overlap not possible when no agents demonstrate the tumour site of interest in either humans or animals {or both).
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To: Kurt StraiffStraifK@iarc.fr}; Robert Baan[BaanR@yvisitors.iarc.fr}; Vincent
Coglianofcogliano.vincent@gmail.comj

Cc: Cogliano, Vincent[cogliano.vincent@epa.gov}; dkrewski@uottawa.ca[dkrewski@uottawa.ca}
From: Bernard Stewart

Sent: Tue 7/12/2016 4:30:52 AM

Subject: RE: Consensus statement Vol100WS

Dear all.

I am completely happy to have no change made concerning designation of the group engaged
in Mechanism and Concordance deliberations. Rather than reflecting in any way on this
particular group, | thought | was making a simple technical correction.

| had the impression that groups convened to make evaluations in the context of a particular
volume of Monographs were ‘Working Groups’. | had the impression, based on Advisory Groups
in relation to Priorities for 2015-19 and Quantitative risk characterization, that groups convened
for purposes other than making Monograph evaluations were designated as Advisory Groups.

Beyond those considerations, | was not seeking to reflect on the authority or character of the
present Group. So, no problem with leaving terminology as proposed.

Regards

Bernard.

From: Kurt Straif [mailto:StraifK@iarc.fr]

Sent: Tuesday, 12 July 2016 2:23 AM

To: Robert Baan <BaanR@yvisitors.iarc.fr>; Bernard Stewart
<Bernard.Stewart@health.nsw.gov.au>; Vincent Cogliano <cogliano.vincent@gmail.com>
Cc: Vincent Cogliano <cogliano.vincent@epa.gov>; Daniel Krewski <dkrewski@uottawa.ca>
Subject: RE: Consensus statement Vol100WS

Dear all,
I am not in favour of post-hoc calling this an AG, | support Roberts approach,

Kurt
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From: Robert Baan

Sent: 11 July 2016 15:43

To: Bernard Stewart <Bernard.Stewart@health.nsw.gov.au>; Vincent Cogliano
<cogliano.vincent@gmail.com>; Kurt Straif <StraifK@iarc.fr>

Cc: Vincent Cogliano <cogliano.vincent@epa.gov>; Daniel Krewski <dkrewski@uottawa.ca>
Subject: Consensus statement Vol100WS

Dear all,
Here are a few suggestions for the Consensus Statement.

| was not sure about the term 'Advisory Group' in this context. Initially, the participants in the two
Vol100+ Workshops were not formally considered an Advisory Group, but we can of course
adopt this name now.

| myself have been using the term "Workshop participants'. Please advice.
| also drafted some text by way of Introduction to the consensus document.
| value comments,

Robert

From: Bernard Stewart <Bernard. Stewart@health.nsw.gov.au>
Sent: Monday, July 11, 2016 10:32 AM

To: Vincent Cogliano; Kurt Straif; Robert Baan

Cc: Vincent Cogliano

Subject: RE: Consensus statement Vol100WS

Greetings to all from ‘down under’ with Sydney gripped by winter; at 6am it was 7°C.

| take this opportunity to join others and offer my own congratulations to you, Vincent, in creating
a meaningful statement.
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It seemed prudent to delay my own input till other matters had been addressed. In the attached,
| adopted all previous track changes in order {o have a manageable text info which | have
inserted a few suggestions. Obviously adopt, modify or discard as thought best.

There is one other matter | should raise in relation to the Consensus statement. If this statement
is to have any impact at all, | believe it must be citable as a distinct entity (book chapter, if you
will) rather than citing the whole book. In formal terms, the authorship should be all members of
the Advisory Group, either as listed ‘up front’ or by reference to the listing elsewhere in the
volume. | seek to avoid the scenario of the ‘Consensus Report’ included in IARC Sci Publ 116
which cannot be cited to the extent that the document has no specified authorship. Again, if this
all seems wide of the mark, 'm happy to the matter {0 have at least been aired.

And Portugal did it in extra time.

Warmest regards

Bernard.

From: Vincent Cogliano [mailto:cogliano.vincent@gmail.com]

Sent: Sunday, 10 July 2016 6:35 AM

To: Kurt Straif <StraifK@iarc. fr>; BaanR@visitors.iarc.fr; Bernard Stewart
<Bernard.Stewart@health.nsw.gov.au>

Cc: Vincent Cogliano <cogliano.vincent@epa.gov>

Subject: Re: Consensus statement Vol100WS

Hello everyone--I agree with Robert's plan. Yes/No, then Go! Attached are some more edits
based on the additional comments sent last week by Kurt. I'm OK with all comments and
changes, so you can convert the attached redline to a clean copy, then send to the Working
Group. It might be best for it to come from Robert. He'll get better compliance than if it came
from anyone else.

ALLEZ LES BLEUS !

Vincent
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Begin forwarded message:

From: Kurt Straif <StraifK@iarc. fr>

Date: July 8, 2016 at 10:15:10 EDT

To: Robert Baan <BaanR@uvisitors.iarc fr>, "Cogliano, Vincent"
<cogliano.vincent@epa.gov>

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

Fine with me,
Kurt

PS As always, I'm for the underdogs, Portugal!

From: Robert Baan

Sent: 08 July 2016 16:06

To: Kurt Straif <StraifkK@iarc.fr>; Cogliano, Vincent <cogliano.vincent@epa.gov>
Cc: Bernard Stewart <Bernard. Stewart@SESIAHS HEALTH.NSW.GOV.AU>
Subject: Consensus statement Vol100WS

Dear Kurt, Bernard, Vincent,

Dan Krewski has kept the 30-June deadline for submitting the final version of his
chapters.

I will do my best to send the Concordance and Mechanistic Analyses, Yann's
Concordance Data Set, and the Consensus Statement to all the participants this
weekend, asking their approval. As we cannot engage in lengthy discussions about
comments from 30+ participants, | propose that we ask for a Yes/No answer.

May | assume that you generally agree with this plan.

Bon weekend!

Robert
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ALLEZ LES BLEUS!!

(there is a chance that France will win the European Soccer Championship this
coming Sunday!)

From: Kurt Straif

Sent: Wednesday, July 6, 2016 10:04 AM

To: Cogliano, Vincent

Cc: Bernard Stewart; Robert Baan

Subject: RE: Consensus statement Vol100WS

Dear Vincent,

Thank you for swift turn-around of the revised summary conclusions.

Please see some additional edits and comments — | think we are zeroing in on a clean draft
to be shared with the v100+ WG.

Perhaps this should best come from Robert?

Kurt

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

Sent: 05 July 2016 15:49

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

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart

<Bernard. Stewart@SESIAHS HEALTH.NSW.GOV . AU>; dkrewski@uottawa.ca
Subject: RE: Consensus statement Vol100WS

Dear Robert et al—Attached is a revised set of possible consensus statements. Several have been
revised, and there are three new statements.

| stayed away from factual descriptive statements that are covered well in Dan’s papers (for
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example, lung cancer is the most common site and genotoxicity by far the most common key
characteristic). Dan’s papers cover these points well, and it saves the consensus statement for
overarching principles and insights from the Advisory Group.

There are also responses to Kurt's queries in comments on his comments.

Thanks again, everyone, and | hope we can wrap this up soon in a couple of calls.

Vincent

From: Robert Baan [mailio:BaanR@visitors.iarc.fr]

Sent: Thursday, June 23, 2016 10:00 AM

To: Cogliano, Vincent <cogliano.vincent@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart
<Bernard.Stewart@SESIAHS HEALTH.NSW.GOV .AU>; dkrewski@uottawa.ca
Subject: Consensus statement Vol100WS

Dear Vincent,

Some time ago you made a start drafting a 'consensus statement’ that summarized
the main points on which general agreement among the Workshop participants
(Vol100WS) could be reasonably expected. An earlier email message of yours, and
a first-draft statement with Kurt's annotations, are attached. Also attached are the
two key papers from Dan Krewski and his team on the analysis of the 'concordance’
and 'mechanisms’ data sets. The outcome of these analyses should be
mentioned/summarized in the consensus document. May | ask you to prepare a
second draft of the consensus statement on the basis of this material.

We received just recently the two chapters attached, and they are being edited right
now. As soon as possible we will send these documents to the Workshop
participants for their final approval. It would be nice to send your consensus
document at the same time.
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| hope you can give this priority on your 'to-do' list.

Best wishes,

Robert

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender’'s responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message is intended for the addressee named and may contain confidential
information. If you are not the intended recipient, please delete it and notify the sender.

Views expressed in this message are those of the individual sender, and are not
necessarily the views of NSW Health or any of its entities.

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication

EPAHQ_0000386



of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message is intended for the addressee named and may contain confidential
information. If you are not the intended recipient, please delete it and notify the sender.

Views expressed in this message are those of the individual sender, and are not
necessarily the views of NSW Health or any of its entities.
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To: Robert Baan[BaanR@uvisitors.iarc.fr}; Bernard Stewart[Bernard.Stewart@health.nsw.gov.aul;
Vincent Cogliano{cogliano.vincent@gmail.com}

Cc: Cogliano, Vincent[cogliano.vincent@epa.gov}; dkrewski@uottawa.ca[dkrewski@uottawa.ca}
From: Kurt Straif

Sent: Mon 7/11/2016 4:23:21 PM

Subject: RE: Consensus statement Vol100WS

Dear all,
I am not in favour of post-hoc calling this an AG, | support Roberts approach,

Kurt

From: Robert Baan

Sent: 11 July 2016 15:43

To: Bernard Stewart <Bernard.Stewart@health.nsw.gov.au>; Vincent Cogliano
<cogliano.vincent@gmail.com>; Kurt Straif <StraifkK@iarc.fr>

Cc: Vincent Cogliano <cogliano.vincent@epa.gov>; Daniel Krewski <dkrewski@uottawa.ca>
Subject: Consensus statement Vol100WS

Dear all,
Here are a few suggestions for the Consensus Statement.

| was not sure about the term 'Advisory Group' in this context. Initially, the participants in the two
Vol100+ Workshops were not formally considered an Advisory Group, but we can of course
adopt this name now.

| myself have been using the term "Workshop participants'. Please advice.

| also drafted some text by way of Introduction to the consensus document.

| value comments,

Robert

From: Bernard Stewart <Bernard. Stewart@health.nsw.gov.au>
Sent: Monday, July 11, 2016 10:32 AM

To: Vincent Cogliano; Kurt Straif; Robert Baan

Cc: Vincent Cogliano

Subject: RE: Consensus statement Vol100WS
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Greetings to all from ‘down under’ with Sydney gripped by winter; at 6am it was 7°C.

| take this opportunity to join others and offer my own congratulations to you, Vincent, in creating
a meaningful statement.

It seemed prudent to delay my own input till other matters had been addressed. In the attached,
| adopted all previous track changes in order {o have a manageable text info which | have
inserted a few suggestions. Obviously adopt, modify or discard as thought best.

There is one other matter | should raise in relation to the Consensus statement. If this statement
is to have any impact at all, | believe it must be citable as a distinct entity (book chapter, if you
will) rather than citing the whole book. In formal terms, the authorship should be all members of
the Advisory Group, either as listed ‘up front’ or by reference to the listing elsewhere in the
volume. | seek to avoid the scenario of the ‘Consensus Report’ included in IARC Sci Publ 116
which cannot be cited to the extent that the document has no specified authorship. Again, if this
all seems wide of the mark, 'm happy to the matter {0 have at least been aired.

And Portugal did it in extra time.

Warmest regards

Bernard.

From: Vincent Cogliano [mailto:cogliano.vincent@gmail.com]

Sent: Sunday, 10 July 2016 6:35 AM

To: Kurt Straif <StraifK@iarc.fr>; BaanR@visitors.iarc.fr; Bernard Stewart
<Bernard.Stewart@health.nsw.gov.au>

Cc: Vincent Cogliano <cogliano.vincent@epa.gov>

Subject: Re: Consensus statement Vol100WS

Hello everyone--1 agree with Robert's plan. Yes/No, then Go! Attached are some more edits
based on the additional comments sent last week by Kurt. I'm OK with all comments and
changes, so you can convert the attached redline to a clean copy, then send to the Working
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Group. It might be best for it to come from Robert. He'll get better compliance than if it came

from anyone else.

ALLEZ LES BLEUS !

Vincent

Begin forwarded message:

From: Kurt Straif <StraifK@iarc. fr>

Date: July 8, 2016 at 10:15:10 EDT

To: Robert Baan <BaanR@uvisitors.iarc fr>, "Cogliano, Vincent"
<cogliano.vincent@epa.gov>

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

Fine with me,
Kurt

PS As always, I'm for the underdogs, Portugal!

From: Robert Baan

Sent: 08 July 2016 16:06

To: Kurt Straif <StraifkK@iarc.fr>; Cogliano, Vincent <cogliano.vincent@epa.gov>
Cc: Bernard Stewart <Bernard. Stewart@SESIAHS HEALTH.NSW.GOV.AU>
Subject: Consensus statement Vol100WS

Dear Kurt, Bernard, Vincent,

Dan Krewski has kept the 30-June deadline for submitting the final version of his
chapters.

I will do my best to send the Concordance and Mechanistic Analyses, Yann's
Concordance Data Set, and the Consensus Statement to all the participants this
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weekend, asking their approval. As we cannot engage in lengthy discussions about
comments from 30+ participants, | propose that we ask for a Yes/No answer.

May | assume that you generally agree with this plan.
Bon weekend!

Robert

ALLEZ LES BLEUS!!

(there is a chance that France will win the European Soccer Championship this
coming Sunday!)

From: Kurt Straif

Sent: Wednesday, July 6, 2016 10:04 AM

To: Cogliano, Vincent

Cc: Bernard Stewart; Robert Baan

Subject: RE: Consensus statement Vol100WS

Dear Vincent,

Thank you for swift turn-around of the revised summary conclusions.

Please see some additional edits and comments — | think we are zeroing in on a clean draft
to be shared with the v100+ WG.

Perhaps this should best come from Robert?

Kurt

From: Cogliano, Vincent [mailto:cogliano.vincent@epa.gov]
Sent: 05 July 2016 15:49

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

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart
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<Bernard.Stewart@SESIAHS HEALTH.NSW.GOV . AU>; dkrewski@uottawa.ca
Subject: RE: Consensus statement Vol100WS

Dear Robert et al—Attached is a revised set of possible consensus statements. Several have been
revised, and there are three new statements.

I stayed away from factual descriptive statements that are covered well in Dan’s papers (for
example, lung cancer is the most common site and genotoxicity by far the most common key
characteristic). Dan’s papers cover these points well, and it saves the consensus statement for
overarching principles and insights from the Advisory Group.

There are also responses to Kurt's queries in comments on his comments.

Thanks again, everyone, and | hope we can wrap this up soon in a couple of calls.

Vincent

From: Robert Baan [mailio:BaanR@visitors.iarc.fr]

Sent: Thursday, June 23, 2016 10:00 AM

To: Cogliano, Vincent <cogliano.vincent@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart
<Bernard.Stewart@SESIAHS HEALTH.NSW.GOV .AU>; dkrewski@uottawa.ca
Subject: Consensus statement Vol100WS

Dear Vincent,

Some time ago you made a start drafting a 'consensus statement’ that summarized
the main points on which general agreement among the Workshop participants
(Vol100WS) could be reasonably expected. An earlier email message of yours, and
a first-draft statement with Kurt's annotations, are attached. Also attached are the
two key papers from Dan Krewski and his team on the analysis of the 'concordance’
and 'mechanisms’ data sets. The outcome of these analyses should be
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mentioned/summarized in the consensus document. May | ask you to prepare a
second draft of the consensus statement on the basis of this material.

We received just recently the two chapters attached, and they are being edited right
now. As soon as possible we will send these documents to the Workshop
participants for their final approval. It would be nice to send your consensus
document at the same time.

| hope you can give this priority on your 'to-do' list.

Best wishes,

Robert

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender’'s responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message is intended for the addressee named and may contain confidential
information. If you are not the intended recipient, please delete it and notify the sender.
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Views expressed in this message are those of the individual sender, and are not
necessarily the views of NSW Health or any of its entities.

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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To: Cogliano, Vincent[cogliano.vincent@epa.govl; Robert Baan[BaanR@uvisitors.iarc.fr]

Cc: Kurt StraiffStraifK@iarc.fr}; Bernard
Stewart[Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV.AU]
From: Daniel Krewski

Sent: Sun 7/10/2016 5:55:21 PM
Subject: RE: Consensus statement Vol100WS

Vincent, I've read through the draft consensus statement, and very much like the way you've
kept the draft consensus at a sufficiently high level, that should serve to promote endorsement
by the WG, but also sufficiently detailed so as to provide useful guidance to future Monograph
Working Groups on enhanced reporting of their findings.

| also like the examples you have included in the draft, such as nofing the absence of malignant
melanoma in rats and mice in support of (dis)concordance between animal and human tumour
sites.

The endorsement of the anatomically based tumour site concordance system to permit future
comparisons between animal and human tumour sites will be welcomed by those who worked
with Jerry Rice though multiple iterations of this system to achieve consensus.

Only one minor editorial suggestion on Consensus Statement 3: suggest change ‘in 15 organ
systems’ to ‘in 15 organ and tissue systems’, as not all of the systems are strictly speaking
organ systems.

Pm in Lyon all this week, and would be happy to participate in further discussion on this
excellent draft consensus statement if that would be helpful . ..

Dan K.

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

Sent: July-05-16 9:49 AM

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

Cc: Kurt Straif <StraifkK@iarc.fr>; Bernard Stewart
<Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV.AU>; Daniel Krewski
<dkrewski@uottawa.ca>

Subject: RE: Consensus statement Vol100WS
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Dear Robert et al—Attached is a revised set of possible consensus statements. Several have been
revised, and there are three new statements.

| stayed away from factual descriptive statements that are covered well in Dan’s papers (for example,
lung cancer is the most common site and genotoxicity by far the most common key characteristic). Dan's
papers cover these points well, and it saves the consensus statement for overarching principles and
insights from the Advisory Group.

There are also responses to Kurt's queries in comments on his comments.

Thanks again, everyone, and | hope we can wrap this up soon in a couple of calls.

Vincent

From: Robert Baan [mailto:BaanR@visitors.iarc. fr]

Sent: Thursday, June 23, 2016 10:00 AM

To: Cogliano, Vincent <cogliano.vincent@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart

<Bernard. Stewart@SESIAHS HEALTH.NSW.GOV . AU>; dkrewski@uottawa.ca
Subject: Consensus statement Vol100WS

Dear Vincent,

Some time ago you made a start drafting a 'consensus statement' that summarized the
main points on which general agreement among the Workshop participants (Vol100WS)
could be reasonably expected. An earlier email message of yours, and a first-draft
statement with Kurt's annotations, are attached. Also attached are the two key papers
from Dan Krewski and his team on the analysis of the 'concordance' and 'mechanisms'
data sets. The outcome of these analyses should be mentioned/summarized in the
consensus document. May | ask you to prepare a second draft of the consensus
statement on the basis of this material.
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We received just recently the two chapters attached, and they are being edited right
now. As soon as possible we will send these documents to the Workshop participants
for their final approval. It would be nice to send your consensus document at the same
time.

| hope you can give this priority on your 'to-do' list.

Best wishes,

Robert
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To: Vincent Cogliano[cogliano.vincent@gmail.com]; Robert Baan[BaanR@visitors.iarc.fr];
Bernard.Stewart@sesiahs.health.nsw.gov.au Stewart[Bernard.Stewart@sesiahs.health.nsw.gov.au}
Cc: Cogliano, Vincent[cogliano.vincent@epa.gov}

From: Kurt Straif

Sent: Sat 7/9/2016 8:54:00 PM

Subject: RE: Consensus statement Vol100WS

Thank you, Vincent!
Allez les Portugais,

Kurt

From: Vincent Cogliano [mailto:cogliano.vincent@gmail.com]

Sent: 09 July 2016 22:35

To: Kurt Straif <StraifK@iarc.fr>; Robert Baan <BaanR@yvisitors.iarc.fr>;
Bernard.Stewart@sesiahs.health.nsw.gov.au Stewart
<Bernard.Stewart@sesiahs.health.nsw.gov.au>

Cc: Vincent Cogliano <cogliano.vincent@epa.gov>

Subject: Re: Consensus statement Vol100WS

Hello everyone--1 agree with Robert's plan. Yes/No, then Go! Attached are some more edits
based on the additional comments sent last week by Kurt. I'm OK with all comments and
changes, so you can convert the attached redline to a clean copy, then send to the Working
Group. It might be best for it to come from Robert. He'll get better compliance than if it came
from anyone else.

ALLEZ LES BLEUS !!!

Vincent

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
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formally approved use.
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To: Robert Baan[BaanR@yvisitors.iarc.fr]; Cogliano, Vincent{cogliano.vincenti@epa.gov]}
Cc: Bernard Stewart{Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV AU}

From: Kurt Straif

Sent: Fri 7/8/2016 2:15:10 PM

Subject: RE: Consensus statement Vol100WS

Fine with me,
Kurt

PS As always, I'm for the underdogs, Portugal!

From: Robert Baan

Sent: 08 July 2016 16:06

To: Kurt Straif <StraifK@iarc.fr>; Cogliano, Vincent <cogliano.vincent@epa.gov>
Cc: Bernard Stewart <Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV.AU>
Subject: Consensus statement Vol100WS

Dear Kurt, Bernard, Vincent,

Dan Krewski has kept the 30-June deadline for submitting the final version of his
chapters.

I will do my best to send the Concordance and Mechanistic Analyses, Yann's
Concordance Data Set, and the Consensus Statement to all the participants this
weekend, asking their approval. As we cannot engage in lengthy discussions about
comments from 30+ participants, | propose that we ask for a Yes/No answer.

May | assume that you generally agree with this plan.

Bon weekend!

Robert

ALLEZ LES BLEUS!!

(there is a chance that France will win the European Soccer Championship this coming
Sunday!)
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From: Kurt Straif

Sent: Wednesday, July 6, 2016 10:04 AM

To: Cogliano, Vincent

Cc: Bernard Stewart; Robert Baan

Subject: RE: Consensus statement Vol100WS

Dear Vincent,

Thank you for swift turn-around of the revised summary conclusions.

Please see some additional edits and comments — | think we are zeroing in on a clean draft to
be shared with the v100+ WG.

Perhaps this should best come from Robert?

Kurt

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

Sent: 05 July 2016 15:49

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

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart

<Bernard. Stewart@SESIAHS HEALTH.NSW.GOV . AU>; dkrewski@uottawa.ca
Subject: RE: Consensus statement Vol100WS

Dear Robert et al—Attached is a revised set of possible consensus statements. Several have been
revised, and there are three new statements.

| stayed away from factual descriptive statements that are covered well in Dan’s papers (for example,
lung cancer is the most common site and genotoxicity by far the most common key characteristic). Dan's
papers cover these points well, and it saves the consensus statement for overarching principles and
insights from the Advisory Group.

There are also responses to Kurt's queries in comments on his comments.
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Thanks again, everyone, and | hope we can wrap this up soon in a couple of calls.

Vincent

From: Robert Baan [mailto:BaanR@visitors.iare. fr]

Sent: Thursday, June 23, 2016 10:00 AM

To: Cogliano, Vincent <cogliano.vincent@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart

<Bermard. Stewart@SESIAHS HEALTH.NSW.GOV.AU>; dkrewski@uottawa.ca
Subject: Consensus statement Vol100WS

Dear Vincent,

Some time ago you made a start drafting a 'consensus statement' that summarized the
main points on which general agreement among the Workshop participants (Vol100WS)
could be reasonably expected. An earlier email message of yours, and a first-draft
statement with Kurt's annotations, are attached. Also attached are the two key papers
from Dan Krewski and his team on the analysis of the '‘concordance' and 'mechanisms'
data sets. The outcome of these analyses should be mentioned/summarized in the
consensus document. May | ask you to prepare a second draft of the consensus
statement on the basis of this material.

We received just recently the two chapters attached, and they are being edited right
now. As soon as possible we will send these documents to the Workshop participants
for their final approval. It would be nice to send your consensus document at the same
time.

| hope you can give this priority on your 'to-do' list.

Best wishes,

Robert
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This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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To: Kurt Straif{StraifK@iarc.fr]; Cogliano, Vincent{cogliano.vincent@epa.govj
Cc: Bernard Stewart{Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV AU}
From: Robert Baan

Sent: Fri 7/8/2016 2:05:40 PM

Subject: Consensus statement Vol100WS

Dear Kurt, Bernard, Vincent,

Dan Krewski has kept the 30-June deadline for submitting the final version of his
chapters.

I will do my best to send the Concordance and Mechanistic Analyses, Yann's
Concordance Data Set, and the Consensus Statement to all the participants this
weekend, asking their approval. As we cannot engage in lengthy discussions about
comments from 30+ participants, | propose that we ask for a Yes/No answer.

May | assume that you generally agree with this plan.

Bon weekend!

Robert

ALLEZ LES BLEUS!!

(there is a chance that France will win the European Soccer Championship this coming
Sunday!)

From: Kurt Straif

Sent: Wednesday, July 6, 2016 10:04 AM

To: Cogliano, Vincent

Cc: Bernard Stewart; Robert Baan

Subject: RE: Consensus statement Vol100WS

Dear Vincent,

Thank you for swift turn-around of the revised summary conclusions.

Please see some additional edits and comments — | think we are zeroing in on a clean draft to
be shared with the v100+ WG.

Perhaps this should best come from Robert?
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Kurt

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

Sent: 05 July 2016 15:49

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

Cc: Kurt Straif <StraifkK@iarc.fr>; Bernard Stewart
<Bernard.Stewart@SESIAHS.HEALTH.NSW.GOV.AU>; dkrewski@uottawa.ca
Subject: RE: Consensus statement Vol100WS

Dear Robert et al—Attached is a revised set of possible consensus statements. Several have been
revised, and there are three new statements.

| stayed away from factual descriptive statements that are covered well in Dan’s papers (for example,
lung cancer is the most common site and genotoxicity by far the most common key characteristic). Dan's
papers cover these points well, and it saves the consensus statement for overarching principles and
insights from the Advisory Group.

There are also responses o Kurt's queries in comments on his comments.

Thanks again, everyone, and | hope we can wrap this up soon in a couple of calls.

Vincent

From: Robert Baan [mailio:BaanR@yvisitors.iarc.fr]

Sent: Thursday, June 23, 2016 10:00 AM

To: Cogliano, Vincent <cogliano.vincent@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>

Cc: Kurt Straif <StraifK@iarc.fr>; Bernard Stewart
<Bernard.Stewart@@SESIAHS HEALTH.NSW.GOV.AU>; dkrewski@uottawa.ca
Subject: Consensus statement Vol100WS

Dear Vincent,

EPAHQ_0000405



Some time ago you made a start drafting a 'consensus statement' that summarized the
main points on which general agreement among the Workshop participants (Vol100WS)
could be reasonably expected. An earlier email message of yours, and a first-draft
statement with Kurt's annotations, are attached. Also attached are the two key papers
from Dan Krewski and his team on the analysis of the 'concordance' and 'mechanisms
data sets. The outcome of these analyses should be mentioned/summarized in the
consensus document. May | ask you to prepare a second draft of the consensus
statement on the basis of this material.

We received just recently the two chapters attached, and they are being edited right
now. As soon as possible we will send these documents to the Workshop participants
for their final approval. It would be nice to send your consensus document at the same
time.

| hope you can give this priority on your 'to-do' list.

Best wishes,

Robert

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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To: Kurt Straif{StraifK @iarc.fr]

Cc: pinfante@starpower.net[pinfante@starpower.net}; Cogliano,
Vincentfcogliano.vincent@epa.gov]
From: Goldstein, Bernard D

Sent: Mon 6/6/2016 1:19:59 PM
Subject: RE: Is there a forthcoming IARC meeting on benzene??

In that case I'm back to the original argument which is made in our poster. The overreliance on
epidemiology mirrors IARC s inttial delay in designating benzene as Group 1 based on the AML
evidence, and does not conform to the newer IARC approach to increase reliance on mechanistic
information.

Eager to talk to you about this and hope you have some time in the next few days. If I am awake
after the long plane trip I hope to get to the reception tomorrow night

Bermnie

From: Kurt Straif [mailto:StraifK @iarc.fr]

Sent: Monday, June 6, 2016 8:30 AM

To: Goldstein, Bernard D <bdgold@pitt.edu>

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>
Subject: RE: Is there a forthcoming TARC meeting on benzene??

This evidence can be considered and in fact has been considered in Vol 100F, but it does not
elevate the cancer-site specific evidence for NHL, in your scenario this would stay at “limited”
with the overall evaluation upgraded to Group 1 based on mechanistic grounds, see ethylene
oxide for a similar example,

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]

Sent: 06 June 2016 14:22

To: Kurt Straif <StraifK@iarc.fr>

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>
Subject: RE: Is there a forthcoming TARC meeting on benzene??
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Hi Kurt

Iunderstand. So let me be direct.

1. Assume there were no evidence about AML,

2. Assume benzene was to be evaluated by IARC for the first time solely on whether 1t
caused NHL,

3. Incoming to its decision JARC would be able to consider the 7 studies showing lymphoma

in benzene-exposed lab animals and the evidence from many studies of a genotoxic mechanism
affecting circulating lymphocytes in exposed humans

4.  But because benzene is already accorded Group 1 status due to its known causation of
AML, this evidence cannot be considered — even though benzene’s known ability to cause AML
through a genotoxic mechanism affecting the common precursor to both myelocytes and
lymphocytes strengthens the evidence that it causes NHL

This sounds more like a legalistic argument than one which represents the mission of IARC
which you have done so much to further

Bermnie

From: Kurt Straif [mailto:StraifK @iarc.fr]

Sent: Monday, June 6, 2016 3:43 AM

To: Goldstein, Bernard D <bdgold@pitt.edu>

Subject: RE: Is there a forthcoming IARC meeting on benzene??

Hi Bernard,
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It is important to distinguish between a mechanistic up- (or down-)grade and a change in
evaluation that may come with a re-evaluation.

Mechanistic upgrades are for overall evaluations — not separately for each cancer site (keep in
mind that JARC Monographs are for hazard identification). Further, the current benzene
classification in group 1 is also supported by strong mechanistic evidence (in addition to the
sufficient evidence from cancer epidemiology and cancer bioassays). Therefore, what would be
needed to raise NHL (or subsets) is sufficient evidence from cancer epidemiology, and Jelle
Vlaanderen et al concluded in their meta-analysis “the evidence for an association with NHL is
less clear”.

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]

Sent: 06 June 2016 01:03

To: Kurt Straif <StraifK@iarc.fr>

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>
Subject: RE: Is there a forthcoming TARC meeting on benzene??

Hi Kurt

Thanks for the helpful reply. If T understand you correctly, if a chemical that had never been
previously considered had exactly the same findings as benzene/NHL, then IARC could include
the very strong mechanistic and animal data in deliberations related to assigning the compound
to Group 1; but as TARC has already assigned benzene to Group 1, the mechanistic and animal
data cannot be considered when IARC deliberates about benzene and NHL??

I see the basic issue as related to the theme of the conference, which is the role of IARC in
cancer prevention. Perhaps it is an EU/US difference, but in the US, and elsewhere, there is a
greater reliance on post-hoc litigation as a means to put industry in a preventive mode. TARC’s
apparent failure to use the totality of evidence related to benzene and NHL makes it harder for
plaintiffs to successfully sue industry. Similarly, government priority setting for control of
industry emissions is often dependent on risk assessment, which for benzene would now include
estimates of its impact on ANLL but probably not NHL.
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While I greatly admire European precautionary approaches to known carcinogens, the US style
of adversary regulation also has merits. A recent study from England comparing EU and US
success in controlling refinery benzene emissions showed not only that the US did much better,
but that Germany, which arguably has the most adversarial US-style regulatory approach did
best among EU countries and the UK, considered to be the epitome of EU consensus-based
approaches, did the worst

http://www.academia.edu/12066779/Environmental leadership Comparing regulatory_outcomes_and industri:

I hope I have misinterpreted your note. But if I have this right, there is a hole that IARC needs to
close if it is to fulfill its mission of providing cancer hazard identification information on which
prevention 1s based

Looking forward to seeing you in Lyon

Bermnie

Bernard D. Goldstein, MD

Professor Emeritus and Dean Emeritus

University of Pittsburgh Graduate School of Public Health
130 Desoto St; Rm A-710

Pittsburgh PA 15261

Office: 412 648 9994

Cell: 412417 9611
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From: Kurt Straif [mailto: StraifK@iarc. fr]

Sent: Sunday, June 5, 2016 5:52 PM

To: Goldstein, Bernard D <bdgold@pitt.edu>

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>
Subject: RE: Is there a forthcoming TARC meeting on benzene??

Hi Bernie,

Immediately after the 8-days and nights Monographs meeting I left for duty travel and have now
tried to re-organize myself regarding all the other priorities.

Please see my comments inserted below.

Looking forward to welcome you to the conference,

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]

Sent: 27 May 2016 17:59

To: Kurt Straif <StraifK@iarc.fr>; straif@iarc.fr

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>; Hudak, Juliann
Marie <mh206@pitt.edu>

Subject: RE: Is there a forthcoming TARC meeting on benzene??

Hi Kurt

I've attached our planned poster. The key points we make supplement the valuable exchange that
Peter and you and your colleagues made in print. Our basic argument is that irrespective of
whether the epidemiological evidence raises to the level of sufficiency, benzene should be
considered to be a known cause of NHL. Our major points are:
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1.  Benzene should be considered a known cause of NHL based on current IARC rules which
state: TARC now considers a chemical to be a Group 1 carcinogen when there 1s less than
sufficient evidence in humans but sufficient evidence in animals and “strong evidence in
exposed humans that the agent acts through a relevant mechanism of carcinogenicity” (my
emphasis). While we can argue about whether the epi data 1s “sufficient” there can be no
question about lymphoma in animals (I count seven studies and Peter counts ten). Further, with
a superabundance of laboratory data on genotoxicity, and with lymphocyte chromosomal
abnormalities routinely reported in the circulating lymphocytes of exposed workers there can be
no question about the presence of a genotoxic mechanism relevant to humans

Mechanistic upgrades are for the overall evaluation (eg Group 1), not on a cancer-site specific
level which is based on the cancer epidemiology.

(similarly, Tobacco smoking is not a group 1 for some specified 20 cancer sites and a group 4 for
cancers of the endometrium).

2. The outcome of the 2009 TARC deliberations on benzene and NHL is hauntingly similar to
the 1974 TARC review of benzene and AML in its overdependence on cohort-based
epidemiology.

3. In 1974 there was a legitimate scientific argument about whether lymphocytic and
myelocytic cells arose from the same stem cell. That argument has been settled in favor of a
single precursor cell which is clearly affected by benzene in causing AML. Further, benzene has
a promiscuous effect in causing multiple chromosomal abnormalities, again consistent with a
causal role in NHL

4. Most disappointing 1s that the modification of the TARC process to include mechanistic
information, on which you and Vincent (whom I have copied) and your colleagues worked so
hard and so eloquently, has apparently failed in this case.

I do strongly suggest that benzene and NHL be subject to an IARC review. And I know that
Peter feels strongly, as I do, in suggesting a review of workers exposed to gasoline. This is an
important global issue, particularly in view of the large number of exposed workers and because
it brings up some of the knotty mixture issues in relation to a known human carcinogen.
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Gasoline had not been nominated for the 2014 AG on Future Priorities. I would suggest that you
submit a nomination (now open at any given time, see bottom of page at

http://monographs.iarc fi/ENG/Meetings/index.php ) in making your case why this needs to be re-
evaluated.

Looking forward to seeing you in Lyon

Bermnie

From: Kurt Straif [mailto:StraifK @iarc.fr]

Sent: Monday, May 2, 2016 5:51 AM

To: Goldstein, Bernard D <bdgold@pitt.edu>; straif(@iarc.fr

Cc: pinfante@starpower.net

Subject: RE: Is there a forthcoming IARC meeting on benzene??

Dear Bernie,

I look forward to welcoming you to the IARC conference — we all expect this will be a great
meeting with lots of new science that impacts on public health and a great opportunity to
welcome many friends to Lyon.

I am curious to read and discuss your poster. A new benzene Monograph has not yet been firmly
scheduled.

Best wishes,

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]
Sent: 30 April 2016 19:17
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To: straif(@iarc.fr
Cec: pinfante@starpower.net
Subject: Is there a forthcoming TARC meeting on benzene??

Hi Kurt

Hope all is well with you and your colleagues. As you probably know, Peter Infante and I have a
poster presentation at the 50™ Anniversary meeting on benzene and NHL in June. We argue that
the delay in the recognition of benzene as a known cause of NHL mirrors the initial delay in the
recognition of benzene as a known cause of ANLL, and fails to take into account the mechanistic
evidence.

I recall there was talk of a future IARC meeting in which benzene would again be reviewed with
a focus on NHL and other non-ANLL cancers. I could not find any mention of such a meeting
on the IARC website. I am preparing the poster now, and if such a meeting is being scheduled
by TIARC I would welcome including such a statement within the poster material

Best personal regards — and I look forward to seeing you in June

Bernie

Bernard D. Goldstein, MD

Emeritus Professor and Emeritus Dean
Graduate School of Public Health
University of Pittsburgh

Rm A710 Crabtree Hall

130 De Soto St

Pittsburgh, PA 15261
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Phone 412 648 9994

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of

formally approved use.
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To: Goldstein, Bernard D{bdgold@pitt.edu]

Cc: pinfante@starpower.net[pinfante@starpower.net}; Cogliano,
Vincentfcogliano.vincent@epa.gov}

From: Kurt Straif

Sent: Sun 6/5/2016 9:52:22 PM

Subject: RE: Is there a forthcoming IARC meeting on benzene??

Hi Bernie,

Immediately after the 8-days and nights Monographs meeting I left for duty travel and have now
tried to re-organize myself regarding all the other priorities.

Please see my comments inserted below.

Looking forward to welcome you to the conference,

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]

Sent: 27 May 2016 17:59

To: Kurt Straif <StraifK@iarc.fr>; straif@iarc.fr

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>; Hudak, Juliann
Marie <jmh206@pitt.edu>

Subject: RE: Is there a forthcoming TARC meeting on benzene??

Hi Kurt

I've attached our planned poster. The key points we make supplement the valuable exchange that
Peter and you and your colleagues made in print. Our basic argument is that irrespective of
whether the epidemiological evidence raises to the level of sufficiency, benzene should be
considered to be a known cause of NHL. Our major points are:

1.  Benzene should be considered a known cause of NHL based on current IARC rules which
state: TARC now considers a chemical to be a Group 1 carcinogen when there is less than
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sufficient evidence in humans but sufficient evidence in animals and “strong evidence in
exposed humans that the agent acts through a relevant mechanism of carcinogenicity” (my
emphasis). While we can argue about whether the epi data 1s “sufficient” there can be no
question about lymphoma in animals (I count seven studies and Peter counts ten). Further, with
a superabundance of laboratory data on genotoxicity, and with lymphocyte chromosomal
abnormalities routinely reported in the circulating lymphocytes of exposed workers there can be
no question about the presence of a genotoxic mechanism relevant to humans

Mechanistic upgrades are for the overall evaluation (eg Group 1), not on a cancer-site specific
level which is based on the cancer epidemiology.

(similarly, Tobacco smoking is not a group 1 for some specified 20 cancer sites and a group 4 for
cancers of the endometrium).

2. The outcome of the 2009 TARC deliberations on benzene and NHL is hauntingly similar to
the 1974 TARC review of benzene and AML in its overdependence on cohort-based
epidemiology.

3. In 1974 there was a legitimate scientific argument about whether lymphocytic and
myelocytic cells arose from the same stem cell. That argument has been settled in favor of a
single precursor cell which is clearly affected by benzene in causing AML. Further, benzene has
a promiscuous effect in causing multiple chromosomal abnormalities, again consistent with a
causal role in NHL

4. Most disappointing 1s that the modification of the TARC process to include mechanistic
information, on which you and Vincent (whom I have copied) and your colleagues worked so
hard and so eloquently, has apparently failed in this case.

I do strongly suggest that benzene and NHL be subject to an IARC review. And I know that
Peter feels strongly, as I do, in suggesting a review of workers exposed to gasoline. This is an
important global issue, particularly in view of the large number of exposed workers and because
it brings up some of the knotty mixture issues in relation to a known human carcinogen.

Gasoline had not been nominated for the 2014 AG on Future Priorities. I would suggest that you
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submit a nomination (now open at any given time, see bottom of page at
http://monographs.iarc fi/ENG/Meetings/index.php ) in making your case why this needs to be re-
evaluated.

Looking forward to seeing you in Lyon

Bermnie

From: Kurt Straif [mailto:StraifK @iarc.fr]

Sent: Monday, May 2, 2016 5:51 AM

To: Goldstein, Bernard D <bdgold@pitt.edu>; straif(@iarc.fr

Cc: pinfante@starpower.net

Subject: RE: Is there a forthcoming IARC meeting on benzene??

Dear Bernie,

I look forward to welcoming you to the IARC conference — we all expect this will be a great
meeting with lots of new science that impacts on public health and a great opportunity to
welcome many friends to Lyon.

I am curious to read and discuss your poster. A new benzene Monograph has not yet been firmly
scheduled.

Best wishes,

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]
Sent: 30 April 2016 19:17

To: straif(@iarc.fr

Cec: pinfante@starpower.net

Subject: Is there a forthcoming TARC meeting on benzene??
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Hi Kurt

Hope all is well with you and your colleagues. As you probably know, Peter Infante and I have a
poster presentation at the 50™ Anniversary meeting on benzene and NHL in June. We argue that
the delay in the recognition of benzene as a known cause of NHL mirrors the initial delay in the
recognition of benzene as a known cause of ANLL, and fails to take into account the mechanistic
evidence.

I recall there was talk of a future IARC meeting in which benzene would again be reviewed with
a focus on NHL and other non-ANLL cancers. I could not find any mention of such a meeting
on the IARC website. I am preparing the poster now, and if such a meeting is being scheduled
by TIARC I would welcome including such a statement within the poster material

Best personal regards — and I look forward to seeing you in June

Bernie

Bernard D. Goldstein, MD

Emeritus Professor and Emeritus Dean
Graduate School of Public Health
University of Pittsburgh

Rm A710 Crabtree Hall

130 De Soto St

Pittsburgh, PA 15261

Phone 412 648 9994
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This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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To: Cogliano, Vincent[cogliano.vincent@epa.govl; Gaudin Nicolas[gaudin@iarc.fr]
From: Kurt Straif

Sent: Thur 6/2/2016 3:46:25 PM

Subject: RE: Lancet Oncology editorial

We had the same bad surprise, we'll inquire

Kurt
From mobile

-------- Original message --------

From: "Cogliano, Vincent"
Date:02/06/2016 15:38 (GMT+01:00)
To: Kurt Straif ,Gaudin Nicolas

Subject: Fwd: Lancet Oncology editorial

Hi Kurt and Nicolas—How did this happen with TLO? ... Leaving today for Paris and looking
forward to talking with you all after arriving in Lyon on Tuesday ... Warm regards, Vincent

Begin forwarded message:

From: "Flowers, Lynn" <Flowers.Lynn@epa.gov>

Date: June 2, 2016 at 08:00:20 EDT

To: "Ross, Mary" <Ross. Mary@epa.gov>, "Vogel, Dana" <Vogel Dana@epa.gov>, "Lowit,
Anna" <Lowit. Anna@epa.gov>, "Vandenberg, John" <Vandenberg. John@epa.gov>, "Cogliano
Vincent" <cogliano.vincent@epa.gov>, "McQueen, Jacqueline"

<McQueen. Jacqueline@epa.gov>, "Fegley, Robert" <Fegley.Robert@epa.gov>, "Hauchman,
Fred" <hauchman.fred@epa.gov>, "Kavlock, Robert" <Kavlock.Robert@epa.gov>, "Gwinn,
Maureen" <gwinn.maureen@epa.gov>, "Deener, Kathleen" <Deener Kathleen@epa.gov>,
"Burke, Thomas" <Burke.Thomas@epa.gov>, "Bahadori, Tina" <Bahadori. Tina@epa.gov>,
"Housenger, Jack" <Housenger.Jack@epa.gov>

Subject: Lancet Oncology editorial - When is a carcinogen not a carcinogen (talc and
glyphosate)

2

Just came out today. Interesting read.

Lynn Flowers, PhD, DABT
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Senior Science Advisor
Office of Science Policy
US EPA

Washington, DC

202-564-6293

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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To: Cogliano, Vincent[cogliano.vincent@epa.gov}

From: Fritz, Jason

Sent: Thur 6/2/2016 2:44:35 PM

Subject: RE: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

That sounds great, thanks Vincel

She’s got friends from language school in Germany, Poland and Ibiza as well, so we'll have to
see how to arrange visiting at least some of them, or they may track us down.

if

From: Cogliano, Vincent

Sent: Thursday, June 02, 2016 10:38 AM

To: Fritz, Jason <Fritz.Jason@epa.gov>

Subject: Re: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

But we can't afford to lose you until I retire ... Seriously, though, they'll keep you busy, but you'll
have late dinners and Sunday free. As she's comfortable getting around, she'll have no trouble
finding interesting things to do while you work, and the train makes day trips, even to Paris,
possible.

On Jun 2, 2016, at 10:30, Fritz, Jason <Fritz.Jason@epa.gov> wrote:

Thanks Vincel

And too late for my wife falling in love with Lyon, | think...she’s fluent in French and German,
and loves pretty much all of central and Northern Europe...©

if

From: Cogliano, Vincent

Sent: Thursday, June 02, 2016 10:28 AM

To: Hotchkiss, Andrew <Hotchkiss. Andrew@epa.gov>

Cc: Fritz, Jason <Fritz. Jason@epa.gov>; D'Amico, Louis <DAmico.Louis@epa.gov>; Perovich,
Gina <Perovich.Gina@@epa.gov>, Subramaniam, Ravi <Subramaniam.Ravi@epa.gov>
Subject: Re: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Yes, congratulations! If you bring your wife, don't let her fall in love with Lyon.
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On Jun 2, 2016, at 09:46, Hotchkiss, Andrew <Hotchkiss Andrew(@epa.gov> wrote:

Congrats Jason! Well deserved!

Best regards,

Andrew

From: Fritz, Jason

Sent: Thursday, June 02, 2016 9:15 AM

To: D'Amico, Louis <DAmico.Louis@epa.gov>; Cogliano, Vincent <cogliano. vincent@epa.gov>;
Perovich, Gina <Perovich.Gina@epa.gov>

Cc: Hotchkiss, Andrew <Hotchkiss. Andrew@epa.gov>; Subramaniam, Ravi

<Subramaniam Ravi@epa.gov>

Subject: FW: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

My official invitation to participate on the IARC monograph vol118 next year, FYI.
Thanks,

Jason

From: IARC Monograph 118 [mailto:monograph118@iarc.fr]

Sent: Thursday, June 02, 2016 8:12 AM

To: Fritz, Jason <Fritz. Jason@epa.gov>

Subject: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Official Invitation
IARC Monographs on the Evaluation of Carcinogenic Risks to Humans
Volume 118 — ‘Welding, Welding Fumes and Some Related Chemicals’
21-28 March 2017

Lyon, France
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Dear Dr Fritz,

Following our prior correspondence by e-mail, we are pleased to officially invite you to participate in the
IARC Monographs Working Group for volume 118. The Working Group will meet at the International
Agency for Research on Cancer (IARC) in Lyon, France, from Tuesday 21 March 2017 9am through
Tuesday 28 March 2017 6pm (Saturday included). Your participation for the full duration of the
meeting is required.

You will receive a writing assignment shortly. Experience has shown that on-time completion of
writing assignments and pre-meeting peer-reviews are key to the efficiency of the meeting and the
ultimate quality of the Monographs. Accordingly, we expect all participants to comply with the
following schedule:

01.11.2016 Preliminary drafts and references due to IARC
22.11.2016 Peer-reviews due to IARC
14.02.2017 Revised drafts and references due to IARC

During the 8-day Monograph meeting, you will be expected to take an active part in peer-reviewing and
revising all drafts, and discussing and finalizing the evaluations. The entire volume is the joint product of
the Working Group and there are no individually authored sections.

Please note that much of the work during the meeting is done electronically, so it is most helpful if you
bring a computer. If this is not possible, please let us know.

We thank you for completing IARC’s Declaration of Interests, which we will ask you to update at the
Monograph meeting. As a condition of your participation, description of any pertinent interests will be
disclosed at the meeting and in the published Volume 118.

IARC will publish a summary of the meeting in The Lancet Oncology on behalf of the Working Group.
You will be requested to complete the conflict-of-interest form used by The Lancet Oncology, and their
editor will disclose conflicting interests alongside IARC’s summary of the meeting.

Attached please find a Code of Conduct for IARC Experts document as well as a Confidentiality
Undertaking form. Please sign and return the Confidentiality Undertaking document to
monographi18@iarc.fr as soon as possible.

In the spirit of transparency, IARC will post the names of participants on the Monographs programme
website in advance of the meeting. It is important that there be no interference from interested parties
with the Working Group, before or during the meeting. Accordingly, we ask you not to discuss the
subject matter with anyone with a conflicting interest and to let us know if anyone attempts to lobby you,
send you written materials, or make any offer that may be linked to your participation.
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The Agency will provide you with a prepaid ticket for your travel by the most direct route (cheapest
economy airfare available) through our travel agent. In addition, you will receive a daily allowance (per
diem) and travel allowance as follows:

- Per diem: 170 € per night during the authorized travel period (reduced to 50% during overnight
flights);

- Travel allowance: 45 € for each arrival and departure to and from Lyon St Exupéry airport and 25 €
to and from other airports on the approved official itinerary.

These allowances are intended o cover your hotel expenses, meals, and other incidental expenses
including transfers to and from airport. They will be paid to you on the first day of the meeting upon your
submission of an expense claim form and complete supporting documents including incoming boarding
passes. We kindly ask you to ensure that all hotel bills are paid directly to the hotel prior to the departure.
(U.S. Government employees should note that no U.S. Government funds will be used for their expenses
and no honorarium will be paid.) Travel and hotel information is attached, including a hotel and travel
form which we kindly request you to return by 9 December 2016 at the latest.

We look forward to working with you and welcoming you to Lyon.

Yours sincerely,

Neela Guha, PhD

Responsible Officer for the meeting

Kurt Straif, MD, PhD

Head, IARC Monographs Section

International Agency for Research on Cancer/Centre International de Recherche sur le Cancer
150, cours Albert Thomas

F-69372 Lyon Cedex 08
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France

Tel: 33-4-72.73.83.67

Fax: 33-4-72.73.83.19

monograph118@iarc.ir

ntip://monographs.iarc.fr/

Except for insurance coverage provided for accidents and loss of, or damage to, baggage and personal effects during travel, WHO
will not be responsible for any loss, accident, damage or injury suffered by an expert, or any person claiming under such expert,
arising in or out of his/her participation in this activity. WHO will not be responsible for any claims which are not covered, or which
exceed the coverage provided, under WHO's insurance coverage. Experts serve in their individual capacities as scientists and not
as representatives of their government or any organization with which they are affiliated. It is understood that the execution of this
work does not create any employer-employee relationship between yourself and the World Health Organization, of which IARC is a
part. Furthermore, experts are required to disclose all circumstances that could give rise to a potential conflict of interest as a resuit
of their membership in the expert committee, advisory group or other activity, in accordance with the procedures established by the
Director-General for that purpose.
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To: Cogliano, Vincent[cogliano.vincent@epa.gov}

From: Fritz, Jason

Sent: Thur 6/2/2016 2:30:32 PM

Subject: RE: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Thanks Vincel

And too late for my wife falling in love with Lyon, | think...she’s fluent in French and German,
and loves pretty much all of central and Northern Europe...©

if

From: Cogliano, Vincent

Sent: Thursday, June 02, 2016 10:28 AM

To: Hotchkiss, Andrew <Hotchkiss.Andrew@epa.gov>

Cc: Fritz, Jason <Fritz.Jason@epa.gov>; D'Amico, Louis <DAmico.Louis@epa.gov>; Perovich,
Gina <Perovich.Gina@epa.gov>; Subramaniam, Ravi <Subramaniam.Ravi@epa.gov>
Subject: Re: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Yes, congratulations! If you bring your wife, don't let her fall in love with Lyon.

On Jun 2, 2016, at 09:46, Hotchkiss, Andrew <Hotchkiss Andrew(@epa.gov> wrote:

Congrats Jason! Well deserved!

Best regards,

Andrew

From: Fritz, Jason

Sent: Thursday, June 02, 2016 9:15 AM

To: D'Amico, Louis <DAmico. Louis@epa.gov>; Cogliano, Vincent <cogliane.vincent@epa.gov>;
Perovich, Gina <Perovich.Gina@epa.gov>

Cc: Hotchkiss, Andrew <Hoichkiss. Andrew@epa.gov>; Subramaniam, Ravi

<Subramaniam. Ravi@epa.gov>

Subject: FW: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017
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My official invitation to participate on the IARC monograph vol118 next year, FYI.
Thanks,

Jason

From: IARC Monograph 118 [mailto:monograph118@iarc.fr]

Sent: Thursday, June 02, 2016 8:12 AM

To: Fritz, Jason <Fritz. Jason@epa.gov>

Subject: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Official Invitation
IARC Monographs on the Evaluation of Carcinogenic Risks to Humans
Volume 118 — ‘Welding, Welding Fumes and Some Related Chemicals’
21-28 March 2017

Lyon, France

Dear Dr Fritz,

Following our prior correspondence by e-mail, we are pleased to officially invite you to participate in the
IARC Monographs Working Group for volume 118. The Working Group will meet at the International
Agency for Research on Cancer (IARC) in Lyon, France, from Tuesday 21 March 2017 9am through
Tuesday 28 March 2017 6pm (Saturday included). Your participation for the full duration of the
meeting is required.

You will receive a writing assignment shortly. Experience has shown that on-time completion of
writing assignments and pre-meeting peer-reviews are key to the efficiency of the meeting and the
ultimate quality of the Monographs. Accordingly, we expect all participants to comply with the
following schedule:

01.11.2016 Preliminary drafts and references due to IARC
22.11.2016 Peer-reviews due to IARC
14.02.2017 Revised drafts and references due to IARC

During the 8-day Monograph meeting, you will be expected {0 take an active part in peer-reviewing and
revising all drafts, and discussing and finalizing the evaluations. The entire volume is the joint product of
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the Working Group and there are no individually authored sections.

Please note that much of the work during the meeting is done electronically, so it is most helpful if you
bring a computer. If this is not possible, please let us know.

We thank you for completing IARC’s Declaration of Interests, which we will ask you to update at the
Monograph meeting. As a condition of your participation, description of any pertinent interests will be
disclosed at the meeting and in the published Volume 118.

IARC will publish a summary of the meeting in The Lancet Oncology on behalf of the Working Group.
You will be requested to complete the conflict-of-interest form used by The Lancet Oncology, and their
editor will disclose conflicting interests alongside IARC’s summary of the meeting.

Attached please find a Code of Conduct for IARC Experts document as well as a Confidentiality
Undertaking form. Please sign and return the Confidentiality Undertaking document to
monographi18@iarc.fr as soon as possible.

In the spirit of transparency, IARC will post the names of participants on the Monographs programme
website in advance of the meeting. It is important that there be no interference from interested parties
with the Working Group, before or during the meeting. Accordingly, we ask you not to discuss the
subject matter with anyone with a conflicting interest and to let us know if anyone attempts to lobby you,
send you written materials, or make any offer that may be linked to your participation.

The Agency will provide you with a prepaid ticket for your travel by the most direct route (cheapest
economy airfare available) through our travel agent. In addition, you will receive a daily allowance (per
diem) and travel allowance as follows:

- Per diem: 170 € per night during the authorized travel period (reduced to 50% during overnight
flights);

- Travel allowance: 45 € for each arrival and departure to and from Lyon St Exupéry airport and 25 €
to and from other airports on the approved official itinerary.

These allowances are intended o cover your hotel expenses, meals, and other incidental expenses
including transfers to and from airport. They will be paid to you on the first day of the meeting upon your
submission of an expense claim form and complete supporting documents including incoming boarding
passes. We kindly ask you to ensure that all hotel bills are paid directly to the hotel prior to the departure.
(U.S. Government employees should note that no U.S. Government funds will be used for their expenses
and no honorarium will be paid.) Travel and hotel information is attached, including a hotel and travel
form which we kindly request you to return by 9 December 2016 at the latest.

We look forward to working with you and welcoming you to Lyon.
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Yours sincerely,

Neela Guha, PhD

Responsible Officer for the meeting

Kurt Straif, MD, PhD

Head, IARC Monographs Section

International Agency for Research on Cancer/Centre International de Recherche sur le Cancer
150, cours Albert Thomas

F-69372 Lyon Cedex 08

France

Tel: 33-4-72.73.83.67

Fax: 33-4-72.73.83.19

monograph118@iarc.ir

ntip://monographs.iarc.fr/

Except for insurance coverage provided for accidents and loss of, or damage to, baggage and personal effects during travel, WHO
will not be responsible for any loss, accident, damage or injury suffered by an expert, or any person claiming under such expert,
arising in or out of his/her participation in this activity. WHO will not be responsible for any claims which are not covered, or which
exceed the coverage provided, under WHO's insurance coverage. Experts serve in their individual capacities as scientists and not
as representatives of their government or any organization with which they are affiliated. It is understood that the execution of this
work does not create any employer-employee relationship between yourself and the World Health Organization, of which IARC is a
part. Furthermore, experts are required to disclose all circumstances that could give rise to a potential conflict of interest as a resuit
of their membership in the expert committee, advisory group or other activity, in accordance with the procedures established by the
Director-General for that purpose.
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To: Fritz, Jason[Fritz.Jason@epa.gov]; D'Amico, Louis|[DAmico.Louis@epa.gov}; Cogliano,
Vincent]cogliano.vincent@epa.gov]; Perovich, Gina[Perovich.Gina@epa.gov}

Cc: Subramaniam, Ravi[Subramaniam.Ravi@epa.gov}

From: Hotchkiss, Andrew

Sent: Thur 6/2/2016 1:46:39 PM

Subject: RE: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Congrats Jason! Well deserved!

Best regards,

Andrew

From: Fritz, Jason

Sent: Thursday, June 02, 2016 9:15 AM

To: D'Amico, Louis <DAmico.Louis@epa.gov>; Cogliano, Vincent <cogliano.vincent@epa.gov>;
Perovich, Gina <Perovich.Gina@epa.gov>

Cc: Hotchkiss, Andrew <Hotchkiss.Andrew@epa.gov>; Subramaniam, Ravi
<Subramaniam.Ravi@epa.gov>

Subject: FW: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

My official invitation to participate on the IARC monograph vol118 next year, FYI.
Thanks,

Jason

From: IARC Monograph 118 [mailto:monograph118@iarc.fr]

Sent: Thursday, June 02, 2016 8:12 AM

To: Fritz, Jason <Fritz. Jason@epa.gov>

Subject: Official Invitation: IARC Monographs Vol. 118, IARC, Lyon, 21-28 March 2017

Official Invitation
IARC Monographs on the Evaluation of Carcinogenic Risks to Humans

Volume 118 — ‘Welding, Welding Fumes and Some Related Chemicals’
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21-28 March 2017

Lyon, France

Dear Dr Fritz,

Following our prior correspondence by e-mail, we are pleased to officially invite you to participate in the
IARC Monographs Working Group for volume 118. The Working Group will meet at the International
Agency for Research on Cancer (IARC) in Lyon, France, from Tuesday 21 March 2017 9am through
Tuesday 28 March 2017 6pm (Saturday included). Your participation for the full duration of the
meeting is required.

You will receive a writing assignment shortly. Experience has shown that on-time completion of
writing assignments and pre-meeting peer-reviews are key to the efficiency of the meeting and the
ultimate quality of the Monographs. Accordingly, we expect all participants to comply with the
following schedule:

01.11.2016 Preliminary drafts and references due to IARC
22.11.2016 Peer-reviews due to IARC
14.02.2017 Revised drafts and references due to IARC

During the 8-day Monograph meeting, you will be expected to take an active part in peer-reviewing and
revising all drafts, and discussing and finalizing the evaluations. The entire volume is the joint product of
the Working Group and there are no individually authored sections.

Please note that much of the work during the meeting is done electronically, so it is most helpful if you
bring a computer. If this is not possible, please let us know.

We thank you for completing IARC’s Declaration of Interests, which we will ask you to update at the
Monograph meeting. As a condition of your participation, description of any pertinent interests will be
disclosed at the meeting and in the published Volume 118.

IARC will publish a summary of the meeting in The Lancet Oncology on behalf of the Working Group.
You will be requested to complete the conflict-of-interest form used by The Lancet Oncology, and their
editor will disclose conflicting interests alongside IARC’s summary of the meeting.

Attached please find a Code of Conduct for IARC Experts document as well as a Confidentiality
Undertaking form. Please sign and return the Confidentiality Undertaking document to
monographi18@iarc.fr as soon as possible.

In the spirit of transparency, IARC will post the names of participants on the Monographs programme
website in advance of the meeting. It is important that there be no interference from interested parties
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with the Working Group, before or during the meeting. Accordingly, we ask you not to discuss the
subject matter with anyone with a conflicting interest and to let us know if anyone attempts to lobby you,
send you written materials, or make any offer that may be linked to your participation.

The Agency will provide you with a prepaid ticket for your travel by the most direct route (cheapest
economy airfare available) through our travel agent. In addition, you will receive a daily allowance (per
diem) and travel allowance as follows:

- Per diem: 170 € per night during the authorized travel period (reduced to 50% during overnight
flights);

- Travel allowance: 45 € for each arrival and departure to and from Lyon St Exupéry airport and 25 €
to and from other airports on the approved official itinerary.

These allowances are intended o cover your hotel expenses, meals, and other incidental expenses
including transfers to and from airport. They will be paid to you on the first day of the meeting upon your
submission of an expense claim form and complete supporting documents including incoming boarding
passes. We kindly ask you to ensure that all hotel bills are paid directly to the hotel prior to the departure.
(U.S. Government employees should note that no U.S. Government funds will be used for their expenses
and no honorarium will be paid.) Travel and hotel information is attached, including a hotel and travel
form which we kindly request you to return by 9 December 2016 at the latest.

We look forward to working with you and welcoming you to Lyon.

Yours sincerely,

Neela Guha, PhD

Responsible Officer for the meeting

Kurt Straif, MD, PhD

Head, IARC Monographs Section

International Agency for Research on Cancer/Centre International de Recherche sur le Cancer
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150, cours Albert Thomas
F-69372 Lyon Cedex 08
France

Tel: 33-4-72.73.83.67
Fax: 33-4-72.73.83.19

monograph118@iarc.ir

ntip://monographs.iarc.fr/

Except for insurance coverage provided for accidents and loss of, or damage to, baggage and personal effects during travel, WHO
will not be responsible for any loss, accident, damage or injury suffered by an expert, or any person claiming under such expert,
arising in or out of his/her participation in this activity. WHO will not be responsible for any claims which are not covered, or which
exceed the coverage provided, under WHO's insurance coverage. Experts serve in their individual capacities as scientists and not
as representatives of their government or any organization with which they are affiliated. It is understood that the execution of this
work does not create any employer-employee relationship between yourself and the World Health Organization, of which IARC is a
part. Furthermore, experts are required to disclose all circumstances that could give rise to a potential conflict of interest as a resuit
of their membership in the expert committee, advisory group or other activity, in accordance with the procedures established by the
Director-General for that purpose.
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To: Fritz, Jason[Fritz.Jason@epa.gov]; Salazar, Keith[Salazar.Keith@epa.gov]

Cc: Hotchkiss, Andrew[Hotchkiss.Andrew@epa.govl]; Shams, Dahnish[Shams.Dahnish@epa.gov];
Cogliano, Vincent[cogliano.vincent@epa.gov}; Jones, Samantha[Jones.Samantha@epa.gov}; Perovich,
Gina[Perovich.Gina@epa.gov}

From: Soto, Vicki

Sent: Wed 6/1/2016 7:42:45 PM

Subject: RE: PLEASE REVIEW ASAP - NAS meeting today

Sorry — being systematic and starting at the beginning and working through® Thanks Andrew!

From: Fritz, Jason

Sent: Wednesday, June 01, 2016 3:42 PM

To: Soto, Vicki <Soto.Vicki@epa.gov>; Salazar, Keith <Salazar Keith@epa.gov>

Cc: Hotchkiss, Andrew <Hotchkiss. Andrew@epa.gov>; Shams, Dahnish
<Shams.Dahnish@epa.gov>; Cogliano, Vincent <cogliano.vincent@epa.gov>; Jones, Samantha
<Jones.Samantha@epa.gov>; Perovich, Gina <Perovich.Gina@epa.gov>

Subject: RE: PLEASE REVIEW ASAP - NAS meeting today

Yes- Andrew already caught that, please see the most recent email in the chain ©

jf

From: Soto, Vicki

Sent: Wednesday, June 01, 2016 3:41 PM

To: Fritz, Jason <Fritz.Jason@epa.gov>; Salazar, Keith <Salazar.Keith@epa.gov>

Cec: Hotchkiss, Andrew <Hotchkiss. Andrew(@epa.gov>; Shams, Dahnish
<Shams.Dahnish@epa.gov>; Cogliano, Vincent <cogliano vincent@epa.gov>; Jones, Samantha
<Jones.Samantha@epa.gov>; Perovich, Gina <Perovich.Gina@epa.gov>

Subject: RE: PLEASE REVIEW ASAP - NAS meeting today

Jason sorry, I'm just getting to this. Shouldn’t it be ...a decreased rate of acetaldehyde....?

From: Fritz, Jason

Sent: Wednesday, June 01, 2016 1:03 PM

To: Salazar, Keith <Salazar Keith@epa.gov>

Cc: Hotchkiss, Andrew <Hotchkiss. Andrew(@epa.gov>; Shams, Dahnish
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<Shams.Dahnish@epa.gov>; Soto, Vicki <Soto.Vicki@epa.gov>; Cogliano, Vincent
<cogliano.vincent@epa.gov>; Jones, Samantha <Jones.Samantha@epa.gov>; Perovich, Gina
<Perovich.Gina@epa.gov>

Subject: RE: PLEASE REVIEW ASAP - NAS meeting today

In response to some of the comments from Ray, for the title of science topic 2, I would suggest
something like:

“The potential for increased susceptibility to toxic effects resulting from a decreased rate
acetaldehyde clearance in the liver”

Happy to hear any other thoughts/comments/suggestions.

jf

From: Soto, Vicki

Sent: Wednesday, June 01, 2016 9:41 AM

To: Fritz, Jason <Fritz.Jason@epa.gov>; Cogliano, Vincent <cogliano.vincent@epa.gov>;
Perovich, Gina <Perovich.Gina@epa.gov>; Jones, Samantha <Jones.Samantha@epa.gov>
Cc: Hotchkiss, Andrew <Hotchkiss. Andrew(@epa.gov>; Salazar, Keith
<Salazar.Keith@epa.gov>; Shams, Dahnish <Shams.Dahnish@epa.gov>

Subject: RE: PLEASE REVIEW ASAP - NAS meeting today

All — here is the table updated with Jason’s edits. Any other changes? I’d like to send this to
NAS ASAP.

Science Topic 1 Science Topic 2 Science Topic 3
Liver tumor modes of Susceptibility associated with Use of 2-stage carcinogenicity
action slow clearance of acetaldehyde in bioassays

the liver

Need familiarity with Familiarity with animal data, with a Familiarity with animal data.
animal data. Need expertise focus on direct translational Expertise in 2-stage initiation-
in liver carcinogenesis with relevance. Must have knowledge in promotion carcinogenicity
knowledge of nuclear chemicals that are metabolized to  assays in rodents, specifically
receptor-mediated (e.g., acetaldehyde in or rapidly delivered including liver tumorigenesis in

PPAR, PXR, CAR) —cancer to the liver(e.g., ethanol, ETBE).  rats (knowledge of thyroid,
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mechanisms or modes of  Need familiarity with increased colon, forestomach and kidney
action, and acetaldehyde-  susceptibility of acetaldehyde due tumorigenesis desirable, but
mediated genotoxicity. For to polymorphisms in acetaldehyde secondary) and how it pertains

this topic should have both metabolic enzymes in human to determining human cancer
sides representing the PPAR populations (e.g., familiarity with hazards or risk.
MOA hypothesis as it epidemiological data). Need

relates to human relevance expertise in toxicity of chemicals

of rodent liver cancer (i.e., that are metabolized to

Klaunig vs. Guyton). acetaldehyde in the liver in animals
and humans with reduced
metabolism due to genotypic
variation.

From: Fritz, Jason

Sent: Wednesday, June 01, 2016 9:28 AM

To: Soto, Vicki <Soto.Vicki@epa.gov>; Cogliano, Vincent <cogliano.vincent@epa.gov>;
Perovich, Gina <Perovich.Gina@epa.gov>; Jones, Samantha <Jones.Samantha@epa.gov>
Cc: Hotchkiss, Andrew <Hotchkiss. Andrew(@epa.gov>; Salazar, Keith
<Salazar.Keith@epa.gov>; Shams, Dahnish <Shams.Dahnish@epa.gov>

Subject: RE: PLEASE REVIEW ASAP - NAS meeting today

I’d say for ALL science topics, familiarity with animal data is a perquisite (although if it is
clearer to say so for each topic, that seems fine too). Topic 2, more than any, would also benefit
from a cogent discussion of what is known about this topic the human population.

Science experts as contact suggestions (by no means complete, this is just as far as I've gotten):

U Topic 1: Liver tumors MOA
0 Kathryn Guyton (IARC, Lyon, France)
o0 Jim Klaunig (Indiana University)

0 Udayan Apte (University of Kansas Medical Center)

U Topic 2: Susceptibility ...
0 Dennis Petersen (University of Colorado Anzchutz Medical Campus)

0 James Roede (University of Colorado Anzchutz Medical Campus)
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0 Vasilis Vasiliou (Yale)
0 Kiis Fritz (University of Colorado Anzchutz Medical Campus)

0 Colin Shearn (University of Colorado Anzchutz Medical Campus)

0 Richard Dietrich (7)

U Topic 3: 2-stage bioassays

0 Shibutani, M. (Tokyo University of Agriculture and Technology)
o Mitsumari, K. (Tokyo University of Agriculture and Technology)
0 Gary Stoner (Emeritus, Ohio State University)

0 Mark Miller (NCI, Division of Cancer Prevention)

Also, I would make the current topic 3 “2-stage bioassays...” as topic #2, and move the current
topic 2 “Susceptibility” to be the new topic 3, since it will focus more on differences resulting
from metabolism, and will not necessarily be focused on cancer.

jf

From: Soto, Vicki

Sent: Wednesday, June 01, 2016 7:37 AM

To: Cogliano, Vincent <cogliano.vincent@epa.gov>; Perovich, Gina
<Perovich.Gina@epa.gov>; Jones, Samantha <Jones. Samantha@epa.gov>

Cc: Hotchkiss, Andrew <Hotchkiss. Andrew(@epa.gov>; Salazar, Keith
<Salazar.Keith@epa.gov>; Fritz, Jason <Fritz.Jason@epa.gov>; Shams, Dahnish
<Shams.Dahnish@epa.gov>

Subject: PLEASE REVIEW ASAP - NAS meeting today

Good morning,

I’d like to forward this to NAS in advance of our meeting today. It combines the information that
Keith provided to me about the science topics and expertise needed. Please review and let me
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know if there are any “stoppers” to me sending this. We can always update this later if
necessary, I just want NAS to have some initial information. Right now all they know is that it is
ETBE.

Thanks
Vicki

Science Topic 1 Science Topic 2 Science Topic 3
Liver tumor modes of Susceptibility associated with Use of 2-stage carcinogenicity
action slow clearance of acetaldehyde in bioassays

the liver

Need familiarity with Familiarity with ammal data with 2 Familiarity with animal data.
animal data. General- focus on direct t : Experts need familiarity with

ce. Must have khowledge in EPA-eancerguidelines:

chemicals that are metabolized to  Expertise in 2-stage initiation-
acetaldehyde in or rapidly delivered promo'uon carcmogemc1ty
to the liver(e.g., ethanol, ETBE). gcifi

la&eweég%m—ehelmea}s—th&PN eed familiarity with increased
susceptlblhty of acetaldehyde due

$ ? w%“
51in human

Need expertise in liver popula'aons (e g., farmhanty with i
carcinogenesis with epidemiological data). Need haz m{éf 01 ,
knowledge of nuclear expertise in genotoxicity of cvidence descriptor.
receptor-mediated (e.g chemicals that are metabolized to

PPAR, PXR, CAR) —cancer acetaldehyde in the liver in animals
mechanisms or modes of  and humans with reduced

action, and acetaldehyde- metabolism due to genotypic
mediated genotoxicity. For variation.

this topic should have both

sides representing the PPAR

MOA hypothesis as it

relates to human relevance

of rodent hver cancer (i.e.,

Klaumg vs. Guyton).
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To: David Forman[FormanD@uvisitors.iarc.fr]

Cc: Cogliano, Vincent[cogliano.vincent@epa.gov}; Kurt Straif{StraifK@iarc.fr];
pinfante@starpower.net{pinfante@starpower.net}], Hudak, Juliann Marie[jmh206@pitt.edu]; Carruth,
Russellyn[carruth@pitt.edu}

From: Goldstein, Bernard D

Sent: Wed 6/1/2016 10:46:01 AM

Subject: RE: Not available for poster presentation on Friday

Pear Dr Forman

Many thanks for this clarification

Bernard D. Goldstein, MD

Professor Emeritus and Dean Emeritus

University of Pittsburgh Graduate School of Public Health
130 Desoto St; Rm A-710

Pittsburgh PA 15261

Office: 412 648 9994

Cell: 412417 9611

From: David Forman [mailto:FormanD(@visitors.iarc.fr]
Sent: Wednesday, June 1, 2016 5:57 AM
To: Goldstein, Bernard D <bdgold@pitt.edu>

Cec: Tarc Conference 2016 <iarc-conference2016(@iarc.fr>; Aurelie Viotto <ViottoA@iarc.fr>

Subject: RE: Not available for poster presentation on Friday

Dear Dr Goldstein

EPAHQ_0000442



Apologies firstly for the difficulties you have experienced in communication with our Secretariat
regarding the timing of your poster presentation. I am, however, pleased to say your poster (and
all those in the category “Mechanisms in Carcinogen Evaluation”™) will be presented in the
Thursday lunch break as originally notified. That it was listed in the online program for Friday
presentation was due to a mistake in the construction of the program which has now been
rectified. So apologies for this as well. Had you not identified this problem to us, we would not
have been aware of the error in the program so I am extremely grateful for you bringing it to our
attention.

We look forward to seeing you in Lyon next week.

With best wishes

David Forman

Dr David Forman

Chair, Local Organising Committee, 50th Anniversary Conference & Senior Visiting Scientist
International Agency for Research on Cancer

150, cours Albert Thomas

F-69372 Lyon Cedex 08 France

Tel.: (+33) (0)6 33 38 2576

Femail: formand@visitors.iare.fr

| SAVE THE DATE!
| TARC 50th Anniversary Conference

LA June JULE, Lvon, Franes
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www.iarc.fr/conference2016

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]
Sent: 01 June 2016 03:01

To: Iarc Conference 2016 <iarc-conference2016@iarc.fr>
Subject: Not available for poster presentation on Friday

Dear IARC

The original IARC meeting agenda showed posters on Thursday but not on Friday. I am leaving
Friday midday to meet my wife who is flying to Britain. BUT the agenda that finally was
transmitted to me lists my poster as being on Friday afternoon. My attempts to get information
by phone from the Secretariat have been unsuccessful beyond being told, if I understand it
correctly, that there were so many posters that they needed to add a Friday session. But they
have been unable to give me the name of anyone to speak to about switching my poster to
Thursday

Please let me know as soon as possible whether I can give my poster on Thursday rather than
Friday

Thank you

Bernard D. Goldstein, MD

Professor Emeritus and Dean Emeritus

University of Pittsburgh Graduate School of Public Health

130 Desoto St; Rm A-710
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Pittsburgh PA 15261
Office: 412 648 9994

Cell: 412 417 9611
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To: Kurt Straif{StraifkK@iarc.fr}

Cc: pinfante@starpower.net[pinfante@starpower.net}; Cogliano,
Vincent|cogliano.vincent@epa.govl; Hudak, Juliann Marie[jmh206 @pitt.edu}
From: Goldstein, Bernard D

Sent: Tue 5/31/2016 3:49:35 PM
Subject: Help needed asap

Hi Kurt

Sorry to bother you when you are busy. But I have an immediate problem and cannot get the
information needed from the Secretariat of the IARC meeting.

The original IARC meeting agenda showed posters on Thursday but not on Friday. I am leaving
Friday midday to meet my wife who is flying to Britain. BUT the agenda that finally was
transmitted to me lists my poster as being on Friday afternoon. My attempts to get information
by phone from the Secretariat have been unsuccessful beyond being told, if I understand it
correctly, that there were so many posters that they needed to add a Friday session. But they
have been unable to give me the name of anyone to speak to about switching my poster to
Thursday

Can you please give me the name of someone I can speak to about getting my poster switched to
Thursday?

Thanks

Bermnie

From: Kurt Straif [mailto:StraifK @1iarc.fr]

Sent: Friday, May 27, 2016 2:37 PM

To: Goldstein, Bernard D <bdgold@pitt.edu>

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>; Hudak, Juliann
Marie <jmh206@pitt.edu>

Subject: RE: Is there a forthcoming TARC meeting on benzene??
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We are in the midst of the hot phase of a Monographs meeting, will respond asap

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]

Sent: 27 May 2016 17:59

To: Kurt Straif <StraifK@iarc.fr>; straif@iarc.fr

Cc: pinfante@starpower.net; Cogliano, Vincent <cogliano.vincent@epa.gov>; Hudak, Juliann
Marie <mh206@pitt.edu>

Subject: RE: Is there a forthcoming TARC meeting on benzene??

Hi Kurt

I've attached our planned poster. The key points we make supplement the valuable exchange that
Peter and you and your colleagues made in print. Our basic argument is that irrespective of
whether the epidemiological evidence raises to the level of sufficiency, benzene should be
considered to be a known cause of NHL. Our major points are:

1.  Benzene should be considered a known cause of NHL based on current IARC rules which
state: TARC now considers a chemical to be a Group 1 carcinogen when there is less than
sufficient evidence in humans but sufficient evidence in animals and “strong evidence in
exposed humans that the agent acts through a relevant mechanism of carcinogenicity” (my
emphasis). While we can argue about whether the epi data s “sufficient” there can be no
question about lymphoma in animals (I count seven studies and Peter counts ten). Further, with
a superabundance of laboratory data on genotoxicity, and with lymphocyte chromosomal
abnormalities routinely reported in the circulating lymphocytes of exposed workers there can be
no question about the presence of a genotoxic mechanism relevant to humans

2. The outcome of the 2009 TARC deliberations on benzene and NHL is hauntingly similar to
the 1974 TARC review of benzene and AML in its overdependence on cohort-based
epidemiology.
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3. In 1974 there was a legitimate scientific argument about whether lymphocytic and
myelocytic cells arose from the same stem cell. That argument has been settled in favor of a
single precursor cell which is clearly affected by benzene in causing AML. Further, benzene has
a promiscuous effect in causing multiple chromosomal abnormalities, again consistent with a
causal role in NHL

4. Most disappointing 1s that the modification of the TARC process to include mechanistic
information, on which you and Vincent (whom I have copied) and your colleagues worked so
hard and so eloquently, has apparently failed in this case.

I do strongly suggest that benzene and NHL be subject to an IARC review. And I know that
Peter feels strongly, as I do, in suggesting a review of workers exposed to gasoline. This is an
important global issue, particularly in view of the large number of exposed workers and because
it brings up some of the knotty mixture issues in relation to a known human carcinogen.

Looking forward to seeing you in Lyon

Bermnie

From: Kurt Straif [mailto:StraifK@iarc.fr]

Sent: Monday, May 2, 2016 5:51 AM

To: Goldstein, Bernard D <bdgold@pitt.edu>; straif(@iarc.fr

Cc: pinfante@starpower.net

Subject: RE: Is there a forthcoming IARC meeting on benzene??

Dear Bernie,

I look forward to welcoming you to the IARC conference — we all expect this will be a great
meeting with lots of new science that impacts on public health and a great opportunity to
welcome many friends to Lyon.
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I am curious to read and discuss your poster. A new benzene Monograph has not yet been firmly
scheduled.

Best wishes,

Kurt

From: Goldstein, Bernard D [mailto:bdgold@pitt.edu]
Sent: 30 April 2016 19:17

To: straif(@iarc.fr

Cec: pinfante@starpower.net

Subject: Is there a forthcoming TARC meeting on benzene??

Hi Kurt

Hope all is well with you and your colleagues. As you probably know, Peter Infante and I have a
poster presentation at the 50™ Anniversary meeting on benzene and NHL in June. We argue that
the delay in the recognition of benzene as a known cause of NHL mirrors the initial delay in the
recognition of benzene as a known cause of ANLL, and fails to take into account the mechanistic
evidence.

I recall there was talk of a future IARC meeting in which benzene would again be reviewed with
a focus on NHL and other non-ANLL cancers. I could not find any mention of such a meeting
on the IARC website. I am preparing the poster now, and if such a meeting is being scheduled
by TIARC I would welcome including such a statement within the poster material

Best personal regards — and I look forward to seeing you in June

Bernie
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Bernard D. Goldstein, MD

Emeritus Professor and Emeritus Dean
Graduate School of Public Health
University of Pittsburgh

Rm A710 Crabtree Hall

130 De Soto St

Pittsburgh, PA 15261

Phone 412 648 9994

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.

This message and its attachments are strictly confidential. If you are not

the intended recipient of this message, please immediately notify the sender
and delete it. Since its integrity cannot be guaranteed, its content cannot
involve the sender's responsibility. Any misuse, any disclosure or publication
of its content, either whole or partial, is prohibited, exception made of
formally approved use.
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