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"Under certain conditions, chemicals will act jointly in a way that the
overall fevel of toxicity is affected. Chemicals with common modes of
action will act fointly te produce combination effects that are larger
than the effects of each mixture component applied singly. These
effects can be described by dose/concentration addition. Interactions
(including antagonism, potentiation, and synergies) usually occur at

medium or high dose levels (relative to the lowest effect levels)",

"Regarding the assessment of chemical mixtures, a major knowledge
gap at the present time is the lack of exposure information and the
rather limited number of chemicals for which there is sufficient
information on their mode of action. Currently, there is neither an
agreed inventory of mode of actions, nor a defined set of criteria how to

characterize or predict a mode of action for data-poor chemicals",
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just because a P value is larger than a threshold such as 0.05 or,
equivalently, because a confidence interval includes zero".
7YY Pharmacaovigilance -n ,mionnn ninwa o%wa navp noon anaT
DNILN NRIY NINNA NP2 DN NIRYPNA ' A2NNN 212'0n Dintwa nNVan
MY NSNNOY INNYT 03 ('R17 DS} o'nenn o' ¢ 0'7a'0 NNy
177 ANRA N9NN 7Y KITD NIW9IM 73 NIK NIATY? N3 K71 InNn gl
PNam R DR 03 TAm DT TIna 720 gnal pra vaan Kinw
QY 7320 72 W MWDK |12'0 NITIR R 171 BT VRIRY INKYT D000
AN K7 DNNK IRITD DIRWTNY Doasik putnn nbapnn p'eon Ten
qi7'NT NYAN ,0'20 DNPRA ANTA '00'00D0 NIFNAM oV 0'UMm 9707 Pnnny
NIA0NA TWYANNN) O'NRM NN I ATNA 2%, 1120 09I DN 7908 Y T1'n
NITAFNALLATID ITHA NN W 902 (12007 (W11 Dy n D inua niml
D2YUNMINY NFooNT K 072107 NIn'ETIRN nennn
NINNKD B2 0'NU7  NIMAA0 DIYsWN 781 0ninY nown Y onwpna
NIOSH ,(namon mans nexpganxn nasan) EPA (123 00 0'91a 7 0Npnn
W TN IN 0991WY ONNNE (ITMZIOVA NINTA7 NIRRT 'RPanRD 1hann)
JUN DN 7Y DA AUAFA JIRWNL 0N MW
NG WWND 0'WINE 0O AT TINNE 0970 ,0'93 YIn'Y Y nnan nnvg
D' A1 MU MFIoYNa 0IYa .0aIon 0TRINY NONIND 9NN
As ) ALARA mw'a o Sy omyuYi ommnin ovhmropn noswn oo o Yu niueh
.DTK "N TiRMAT I2'an nnnon? (Low As Reasonably Achievable
2¥ N2 AT MY INSRIY MM D vRTaY W — qanw N Inn

(102 'my) "1 YW 112700 7123 DN MIDEHRD NYYROIRN NMBRaN

14



ITANYT 0INID GRI T3P IR 27 1IN AN A9YUN 90 'R DINK 012
NIYNYN 792 [12'0 NN TANY 21X NIN 1IN YW A9'wnY jINNN qo
N0 7Y 0YIYR OMINDA NIFOIWR) DMV NMvna g'onthn any
-7 1 % nivkanY e N1 Y qoY (oUNIsT BYmE ienn  jim JSpoyn
DTN X 0'7YN DN o'Ntion 0y e (Mmw 70) o'nn %3 19 9 99N 100
W DA NN NNTAN TR IT) 00 TNTAD 900 TIK TAN NWY 9T 9T0a
N20XAY NINTIN MI¥P N9WN "D 7250 MIynwn KINY 13080 19'wn Jun
D'UI7N DID'0 NAWT) NIMANEE NN DY NDWN NAWNI NN vy 24 T
AnameaR/naanix naan mo

FIN ORI [N NN AS'WNA DRI3'0 NN DI0INY DIPNN TNX
0XIn T NATIEOTIO-NTAITIAN ADWAN TN KID TYROEA AYNT 0IRYD
NINRNNA NIVTIA NMean 193 Yapn Kinw IS0 10993-1 oMo
WITWY M20YNA N9'WAN TWR NN NRYRRN DA ANTAR W AT [PNa .0Yiva
DA no'wn 73w .om' 30 i ,ome 30-% nivw 24 pa nivw 24 o
NROYN NPUN L (NIMDEIY) I'NUW ND'WN TASRINN NIY 9T NPinnl Tam
N9WNN 2101 FNwin i YU anta no'wn o7 IR nermts nipay ane
720N NN W TWKD 0TI DYV NINGT ,0WIAS DU 19 0V UIN 0Ny
7w HNe019 12'0% ontnaY atnnl v Tan [pRa ahunl ome 30 Ye gpal
MINT NN 722 NTNYI0ID 07 NVRNNYT (1I'0W DNRY 0193 NMARYA)
IUNI D'RY D 7D IR KIDDDNR ND'WNA [12'00 N90IM jin Y23 nannp
NIYN1L WTND NHVY YN ADWUND YN UKD MIYRWR [I3'00 I W wa
431M7 0INY S0 WYY N'NNNY U Nooian Ny YA T
2Nt 903 ANt UTIn ¢ A9'wn qwna NNon @ manon j'ann o2
D' WTIN YW 900 N9'wn NINTTAN US-EPA-R MR NIFIYI0 NI I'nivnwn
NI NMIYRWN KW DT "Namd nn' ix (Longer Term) "nonx" nowwnn
JmEp” no'wn' havn

7= NINT A9'Wna DA Nwvnwn N7Ya vl AYnl wTn 9w aown
NETINANT N'RIKDAN AN NI9NNA DI BUO7I0NA ,0"a0m
W Aswn jEn e Yy v Tan 0va nonennn AN nx nyan L(ICH)
MINT NN N9'WNN NN YN AN MIYAWNR ADWN AT ATUNI1 UTIN
I¥RIN 178 NNTAN WTIN TV % ¥e No'wn nniwY A6 o) n'niwnwn mnnim
TERSRD nignnn nndio (FDA) 'Rpminkn misnnn Y01n 0o o'on Ty

M9NNN 07103 D'9010 "IV 0'01a (EMA)

15

S 1



N NN ¢ NTAEn 09N NNTANY D'ONYAN IM7IcYT 0912'0 NN .TO
NNR O'RYMN Mw2nd 09N po "perpn vrr" viawa om' 5 nww 8
DI'RW D'AITID NIJNK NIV (N Ve 73 0ynd Jwnl o' |, 17'91 nnn
0T K NIN'UD WXOND WIN'Y IN TN K9 MpIiosn 07wa i onjpian
NOWN YNNI NNNOYN 200 09 [IRAPD ¢ONON ORTINT DTS DA
N'9XNN N9'WND 'KIN 73 7831 N YD A¥AA 1N D'9YWAINT DI, MIZIoVn
WImn AN 0T MR N9'Wnn jen D wap? oaonaoLonRInnn
DR MR DWINAN 2NYn A7 QTR ROnwnn ne nmivnwn
TIAA) DN INNT 03 07 NDWN JWNN 0V ITIND 2127001 MWnn nnaona
2 WNT NN YYD 03 [2IXAY 2 DR 0N DYNY mhaoyn (o
UTIN W 9N N IAKD MWIND A 9enI T TNanEnn nownn
JINND 900 NK QW Anl ot
MIX2 DN Iw'Pa pdiona oTnaint nrorixan pn Yw aswna .
NIy jnan 's hy nnin aown Ye o'rapm "o'ee'n n'onyni nTnivnwn
NNONNYT QX WA NITIDY PMIYOWAW “TRR=21 VIR 110 A9'WAN .09
0'IIY D137V DUIPN N'NIVAYN DTIXL 1I9WNIY 17X 2772 DY NAWY IR

DYIPNIP YN TTNIYAYN N9'WND WTIND n7ynY Y ns'wnY oronvynn

(WAl 2"mx e om0 e Twnnn aTnb 6

"MK Y oniwn 0N 9T Tenn DYYod DNIWD DYNINA Y'Y NN LN
14 59w Tno oy aTn% waon o' qwmi (Department of Veteran Affairs)
wiatsa opwn 9y Ty man B DT .0 D'ninhn Tiwan Yw onnm
0"I0T2 ONFREATIAYN IO 00 2900 reTeEn

PN NN TWNY oRPanK oMol a5 -n a%unha Yoon VA-A Twem A
TIWAN A"NIND 0'9011 02N NN D13 OY DY DUPR KID G031, DYNNYY
NN 2TUT1 9707 17 [Muny T NINNAR T 27 1900 Qo (2iKa than
.OTI' ¥ (2182 TIYMN 78 AN2A0 DM

01210 [IN2 N7 o' nanEy v nooann VA -0 e a'ran noann nmm L
N'YSN A MA'0 W DN nhwn "apgul umt gy 9y niooannl
nnn/ntany

LPresumptions -0 NITR DAIM  D'RIN_ N AL NN D1YTAY (DKT OV TR T
MOTIN DOXAN OT9ND0 NN 'RINI NIPWD '3 Mo Wi anann tupmn”

DFNa o'MIWRD W anann 703 7w 907 Ao niinn ninnenn ay

16



A0 NITAN NIOI72IR 7¢ TWHNA N NI DIRTAR VI[XY .Y TN 0"9'¥50

DN ARYIND NN2INRN Dr9EDo NiYnn 7 wiEna |ni
DI WND NATIPN axan e 20 0 nonwen i N0 L nand aaonoIr D
7Y ARWA 0T DN RN DIRIDY NIYOINY wKa N nirtn 170 niney
nyaim T nn 2021 mva MWK [N2Y NINNKD KD TIPTR 190n

Y900 NANYA N 0NN NN AS'WNN NIVINY NTRIS
1970s - POW-related diseases (psychosis, 1BS, beriberi, malnutrition, etc.)
1980s — Agent Orange (AD) (chloracne, etc.) and Radiation [cancers)

1990s — Mustard gas-related diseases (cancers, eyes, respiratory, etc.) and

Gulf War lliness {e.g., undiagnosed iliness)
2000s — ALS {any Veteran w/ 90 days of service)

2010s — Camp Lejeune Water Contamination (8 conditions — cancers and

Parkinson’s disease); additional AC conditions; Blue Water Navy.

2020s - Additional 3 AO conditions (NDAA FY21); 3 Gulf War presumptions

{rhinitis, sinusitis, and asthma)
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Generally, VA creates a presumption when the scientific evidence
is strong in the aggregate, but hard to prove on an individual basis.
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Adjudicating Disability Claims Based on Military
and Environmental Exposures

VA-Israeli Ministry of Defense Meeting

Keith Hancock

Veterans Benefits Administration
Department of Veterans Affairs
January 13, 2022
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Overview
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VA Benefits in Brief

Purpose of Compensation Program

Provide monetary compensation for
disabilities incurred in, or aggravated by,
military service in accordance with 38
U.S.C. § 1110 (referred to as “service
connection”)

*' Choose A
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World War Il 22,088 $.3 Billien $13,529

Kerean Contlict 78,648 %1 Billlen $13,077

Vietnam Era 1,397,362 $28 Billien 20,040

Guif War Era 212,176 $58 Billien $19,878

Peacetime Era B14,2¢9 511 Billien $13,621
Total '_E!séi.z'é,i__ﬁn : 393 Billion- $19.868 |

s
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Military and Environmental
Exposures
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Service Connection based on “Exposures”

» Service connection (SC) for disabilities
based on military and environmental
exposures follows the same general
principles as any other claim for SC.

» Three components to proving SC.
1. A current disability

2. Anevent. (e.g. exposure to hazard), injury,
or disease in service, and

3. Alink or nexus establishing that the current
disability had its onset or inception in
service.

A

Processin

General Steps

| 1. Determine if disability exists ("exposura” is not considered a

disability}

2. Develop for supporting evicence: VA has statutory duty to
assist to obtain service treatment records, personne|
records, private medical records, medical disability
gxaminaticn, etc

3. Venfy exposure described by the Vateran
A Questions: Is there a presumplion of exposure? Did the clamed

disability manifest In service?
B, If ne, then VA must gather details such as location, duration,
timeframe, MOS, levels of exposure, proximity 1o exposure, etc,

4 If exposure is verified or conceded, then VA must determine
relationship between claimed condition and exposure event,
{e.g., medical opinion)

--Factors: Manifestation period, medical history, levels and
duration of exposure, post-service exposures, Iifestyle choicas,
available science, elc.

51‘.'1:5 L5 Depimamend

A% £ ol Vetrrans Aftairs B §
=l
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Challenges in Processing Exposure Claims -

+ Key Challenge #1: Getting the facts of the
exposure described by the Veteran.

« Key Challenge #2: Determining whether

claimed disability is related to the
exposure in the military.

i ‘ﬁl LA, Daportmeni
VA I'{:‘ti' Vet Al 9 ]

Presumptions |

* To mitigate challenges in determining service
connection for “exposure” claims, VA utilizes a legal
tool referred to as “Presumptions” to lessen the
burden of proof on the Veteran

* Mitigates difficulties in proving exposure facts

» Mitigates difficulties in proving health effects from
exposures

* When are Presumptions established?

= Generally, VA creates 2 presumption when the scientific
evidence is strang in the aggregate, but hard to prove on
an individual basis.

* Approximately 170 medical conditions have been
recognized as presumptive

i O R e |
:'"f Chmse A VA 'Jf_u.u :I"-‘.'Itr.'!l.ll :}:]-:.Ifll'!:up n |
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Processing a claim based on Presumption

* EXAMPLE — AGENT ORANGE PRESUMPTION

— Veteran who served in Vietnam in 1965 files a
claim for service connection in January 2022 for
diabetes mellitus {DM)

— VA determines that the Veteran has been
diagnosed with DM (current disability)

— VA verifies service in Vietnam (exposure to Agent
Orange is presumed)

— VA grants service connection for DM (link to Agent
Orange is presumed)

Authority for Determining Presumptions

« VA uses its general rulemaking authority in
38 U.S.C. § 501, Rules and Regulations,
to evaluate evidence regarding health
effects from military and environmental
exposures and determine whether a
presumption is necessary and appropriate.

« Congress is not bound to the same
statutory standard (§ 501) for establishing
presumptions.

& Choose A
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100-Year History of Presumptions

» 1921 - First legislation establishing
presumption of service connection for
tuberculosis and neuropsychiatric disorders.

* 1920s thru 1940s — periodic additions
including tropical diseases in 48’ (e.g., cholera,
malaria, yellow fever, blackwater fever)

* 1960s — A list of chronic diseases (arthritis,
leukemia, etc.) were added.

s i "'l,:. LA Uepastmenl
IE}':::::I' Chmﬁe A '-4_..-‘ ':'I.'ll.ii‘l'l!:lll'- Affaien 10

History of Presumptions...cont’d

* 1970s — POW-related diseases (psychosis, IBS, beriberi,
malnutrition, etc.)

* 1980s — Agent Orange (AQ) (chloracne, etc.) and Radiation
{cancers)

* 1990s — Mustard gas-related diseases (cancers, eyes,
respiratory, etc.) and Gulf War lliness (e.g., undiagnosed
illness)

* 2000s - ALS (any Veteran w/ 90 days of service)

* 2010s—Camp Lejeune Water Contamination (8 conditions
— cancers and Parkinson’s disease); additional AQ
conditions; Blue Water Nawvy,

* 20.20s - Additional 3 AO conditions (NDAA FY21): 3 Gulf
War presumptions (rhinitis, sinusitis, and asthma)

VA I“‘F?' L5 Drepmurt it
AR obketerons At 14 |

Ty
e
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Vlost Recent Presumption

VA published regulation on August 5, 2021

» Established presumption of service
connection for asthma, sinusitis, and rhinitis
based on exposure to fine grain particulate
matter

» Presumption applies to Veterans who served
anytime from August 1990 to the present in
the Southwest Asia theater of operations as
well as Afghanistan, Syria, Djibouti, or
Uzbekistan.

« As of January 11, 2022, VA has processed

12,583 claims and granted 8,931 claims.

&% Choose VA

New Decision-making Model |

= VA s designing a new framework to
decide presumptions based on exposure
— More standardized and objective approach
— Will consider wider body of evidence

— Use of multi-faceted scale to evaluate
evidence

— Adoption of “equipoise” standard
- Will result in faster decisions for Veterans

& Choose A
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Why Change Now?

* High public interest (fertile ground for change)

* Statutes governing “old” presumptive process
have expired - 38 U.S.C. § 1116 (Agent Orange)
and 38 U.S.C. § 1118 (Gulf War) that govern the
use of the National Academies of Sciences,
Engineering and Medicine reports

» Decades of accumulated science, studies, and
claims data

* Environmental medicine enhancementsin
research, precision medicine, monitoring, etc.

< Choose 'A

Looking Ahead

* VA will continue developing and refining
presumptive decision-making model|
* Pilot program from November 2021 to April 2022

— Analyze prior conditions that were or were not made
presumptive

— Review science and data for trends for new conditions
being considered

* VBA and VHA will increase staff to address
military exposures

* Update Congress and other stakeholders of our
progress

.3’ Choose . A VA ,p‘r_:_:. e

]
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|
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HOME Mission:
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PRESUMPTION “BLUF"

Bottom Line Up Front: WA is in the prozess of pilating a mode! from Novamber
2021 thraugh April 2022,

Why Change Now?

*  High level of interest in Congress and Veterans community

* Statutes that have governed much of the presumptive process have expired
* VA will now modernize its presumptive policy-making apparatus

» Decades of accumulated science, studies, and claims data that may show
trends,

* MAwll explore the best way to use VBA data o assist with presumption
determinations

*  Environmental medicine enhancements In research, monitoring, ete.

KEY FEATURES CONSIDERED IN MODEL

| = Caonsistent and Objective: Use of standardized worksheets to evaluate
avallable evidence and assign valua based on established criteria

+ Fasten Veterans will get faster answers on exposurg issues

*  Multifaceted: Widen the aperture of evidence teyond NASEM reports to
Include claims data trerds and other agency factors to fill in ambiguous research
results

+  Evidence-based: Relance on a free-flow of Information
+ Transparent, Share information with public and private seclor
Collanorative: Partner with governmental and private organizations

* Benefit of the Doubl for the Vateran: Adoption of “equipcise” standard instead
¢t "associaban” standard for scientificimedical review
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34 EVALUATION CRITERIA

2 Componants to Evaluate (o heve & weighted score)

* Madical Research

¢ Claims Data Analyse

+ Qther Factars
Oinar Factors ensures considaralion of facletcircumetances that may factor into a policy daceon
Ciner Factors include

¢ MortalityLevel of disability

+ Quality and gquantity of current sclence end claims data

« Feasibility of generating future science and claims data

¢ Dapleymentcombet relatad

+ Other relevant anddior unigus factor entified for the sub;ect health condibon

The resemimeandetion afer the pilot s reviewed will ba documentad in a draft report that will inclode
the analysis, justification and & rough cost estimate that will be velted thraugh the WA enlempn se
QOVETNANGE ProCess,

Enviranmantal Exiosure rasearch.

PRESUMPTION REVIEW

« WA ls piloting the model by analyzing prior conditions that were or ware not
made presumptive, to include some conditions related (0 Agent Orangs

* MAs glso reviewing the available science and deta for lrends regarding

«  MNew conditions that are being considarad to determine if a8 presumption is
warranted. » VA will continue to contract with NASEM as needed aor when
Congressionally-mandated

= WA will conduct quartery reviews of VBA clalms and military environmental
research for trends andfar new concerms and will convene 8 Blue-RBibbon Panel
({BRPifindicated

+  VBA s eslablishing a Mililary Exposure Staff within Compensation Service to
provide dedicated focus and resources 1o issues related to military envirenmantal
EXPOSUre,

*  VHA s increasing its epidemiologic science staff to review and perdorm Military
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HOME SCREEN

The Home screen features 3
et ways to search for exposures:
@ 1, Exposures - Search tor or
- chasisa fram aliss of

f-"'_i Crpasutes thal Velekns may
— have ercounterad.

1. DatefLocation — A seach
feature that allows vou o
Tl P R e s ek iy
oy date pped [mcation

1. Conflicts - & lsr of conflicts
aind the exposures most
cormmon o each vonfhics,

INFORMATION ON EXPOSURES

PSP,

View and save

. S information about

- SV — EXpOsSUras!

[ TSI SRS * Exposure description

| e * Who may nhave been

sxposed

= Health implicatians to
consider

= WA palictes and
Rrograms

* Other uzeful
resgurces

WARFART AGFHIR
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WIHAT IS EXPOSURE EDY

Expasure Ed provides comprehensive informatian about exposures
and serves as a gulde for discussing exposure-related cancerns
with Veteranz.

| * The app is free and

| VA viobile vailable to the public,

| including both VA and

[ non-VA providers.

* Itis accessible oniOS and
Android devices,
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(SHEALTH OUTCOMES MILITARY EXPOSURES (12POPS)
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