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Subject: LOC for Harmony in Ground Water ARSuIE!

To: Henry Jacoby,
Mission Support Staff, HED

From: Marcia van Gemert, Ph.D.
' Head, Section III /z'
Toxicology Branch, HED

Thru: Theodore M. Farber, Ph.D. "IAST e
Chief, Toxicology Branch, HED ‘ Z;z aﬁ

I have attached the 8-point summary on the data base for Harmony.
Essentially, Harmony (and harmony acid) have a complete data base.

The Agency-wide Rfd Committee met March 23, 1988 on the data for
Harmony and agreed with the Toxicology Branch Rfd for Harmony which

is based on a 2-year rat chronic/oncogenicity study where the systemic
NOEL = 1.25 mg/kg/day. Using an uncertainty factor of 100, the E
Rfd would be 0.0125 mg/kg/day. %,

Concerning Harmony Levels of Concern (LOC) for leachates in ground
water with an Rfd of 0.0125 mg/kg/day, the LOC is based on the
following calculations:

0.0125 mg/kg/day X 1000 ugm/mg X 60 kg person = 750 ugm/day
750 ugm/day/2 liters/day = 375 ugm/liter = 375 ppb |

375 ppb x 0.5 safety factor x 0.2 standard constant for drinking
water = 37.5 ppb ;

LOC = 37.5 ppb
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kcute orzl LDgp- rat LDgg > 5000 m3o/ka gu.é=sline

4t
.

2. tocute dermsl Ldgp- LDgp > 20020 ms/ks rinimun
rabb_e
3. Fromery eye Irrotation moderate eye .Lrritant guldeline
rabhoz
s. Privery Czrmzl Ko primary irritat.on guicsline
-rr.tent- ratbit
2. Derrmzl sens.tizeat.on Lot shown to be & v mLnimun
Coireg DL sens.tizer
£n2 Use Prefuctt- €.E%
1. toote orsl g~ rat Lo > 5 am/k3 cui.deline
. houte Zermel Ldcp- LDgg > 2 gm/ka _ cuideline
raco_t :
I. FlLTery eve Rt 29 hours- cornezl opsc.ty cgu.dzline
srroitation- rebbit redness, chemos.s and

éischarge, irritat.on in
wastied eye cleared by day 3,
unwashed eye by day 7



4 Crureary rhon At 72 bhours, 376 exhich_oted OU.G+) 1 ne
Srrotat_ on- rabthot very sloabt ervthemas cnmret
anhered to sh.on
.. Dorrzl senc_t.zat:ion nonN-sens.t . oer gu.deline
rabb_t ‘
TECHKRICXL:
1, Acute oral LDgp- rac LDgp > 5000 mc/kQ cu.deline
2. 2cute snhalstion LCTOD LCgy > 7.9 mz/1/4 hours minimum
re:
3. Acute Cerrmzl LDgp- Ldgn > 2000 mz/k3 FlnImam
rebb.t .
¢, 95L-Zay feed.ng &nd NOEL = 100ppm feedincs=
l-Zenerst.0n regro- LEL = 2500 ppm based on mInimum
S:ct.on study- rat decreased body welight czln
and clinical pathology~- reproductives
reproduct:ve NQOEL = not supplementary
estzbl:shed- nsuff:cient
rumbers of an.mals per level
5. 13=-wzek coZ stuly NOEL = 1500 pzm
LEL = 7500 ppnm (body wt and minimum
adrenal wt decrease .n miles)
6. Terztolosy- rat teratogernic NOEL = 159 mg/kg minimenm
LEL = 725 Pa/k:
(absence of renal papilla)
etotox.c NOE = 159 mc/kg
LEL = 725 mgo/k3
raternal NOEL > 725 mg/ks (EDT)
7. Teratolosy- rabb.t vaternal NOEL = 158 mg/k3 minimum
LEL = 511 m3/ko based
on reduceé body weight
cain
Developmerital NOEL > 511 m3/ko
E. l-yeer dogs stugdy NJEL = 750 ppm min:imurT
LEL = 7500 ppm bzsed orn
decrezses in body we gk nd
body we.ght ca.ns in 1es
¢. 2-zenerzt._crn reprodcction rlninum
gralv- rzis syster.c and resproductive
HOEL = > 2502 ppm, no effects
seen
10. 2-year chron.c/ Syster.c KOEL = 25 ppm m.nimum

or.cogenic.ty study-rats LEL = 500 ppm based

on lower body we.ght gains
in males and decreased serum
sod_ume

N
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LFL = 789 per Lingns ¢
redaced boldy welaht esone
N malegs and {femalerx
gose = 2000 me/ka by gavage. moninun
T Sue or carcass uccumu1a:*on w.th,

secongd
metebhol.em

most parent
ted .n feces

compounc
&nd urine

LntaCt 3.th 3 m:nor metabol.tes gredy
-n ur.ne and feces
Soses 20 or 2000 =2/k3 by gzvaTe  M_naimom
S r.nor metepolites eprezresd .o glons with
urirne and 2 .n fecal gzmples. f.rst
w0 b.oaccermulation ev.dent. Mestly metabol.oesw
Parent compound w2s excretesd. Etucy
rot matagen:c in Selmonelle acceotable
TVTHIrurivm Stryzing with &nd
without §-9
K¢ Increase .n ruotat.on frecuvencr accertable
wés seen at h.ighest £ose testesd
of 7 mM- the lim:t of solub:zl.zy
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negative in repeat exper.ments &t acceptable
concentrat:ons up o 10,000uc/clete

w_th andé without S-9

LOsn = 1680 ma/kg (mal oniy) mInimum

LCgn > 5.0 mz/L (reles only) rinlimun

L2g9 &around 1500 rc/ks sugplementary

L3gq > 5000 mz/vs (meles only) scprlementary

nOT & sensitlzer gt ¥ or 20s ron.ror

(> m. lcly .rr.tating to both sarplementary
washed and unwached eves

300 m:z/ka
Ko mortal.ty
ené hezre
TL ¢ 3N,

one dose group Supplementary

dosed for 14 da
geecn, however,

ar~ taraet or?3 ms/k3
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Toii oo Tresontly thore are no data aqape for Barrony

> tabtern to eohte.n the mosse.ng _:nforrat_cn: non

The tolerance pruntout :is aveilable throuch the
y Branch's TAS system.

tee's del.berat.onc atre appeni-® ‘or 1=ference.

kg ba=e~ on a hDEL of 25 ppn (1.25 m2 /lc/cay)
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cerfincgenicity: iz evidence of oncogenicity in two adejuate animzl studies <:£2f;_’

ImSpoint Ixnerimentel Doses 3 NE |33
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Heswneil _zkes (12%6) 25 pp~ (1. 45 mﬂ/kg/cay) 100 1 C.013 mg/kg/dey
Systeric NI

Z-Yezr Ret Feeldinz/

Zrocgenicty Study 8060 ppm (25 mg/kg/day)
Systeric L&

Lower body weight

czing in meles, seru~ .

sadicm in maies and

femeles were sporadicelly

iower thoughout the study

Conversion factor (rat): 1 ppm = 0.05 mg/kg/day
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Tmdpoint and ZIxperimentel Deses:

Hastell Labcratcries (Sponccred by EI Dupont de Nemours and Co.)
«=Yezr Fat Fe::zw; On ogenicity Study
frudy o, 43E03-001, 2€1-8€; June 26, 1926

tere3 at dietary levels of 0, 25, 500, and 2S00 ppm to 62 rats/

Farmeny was a3ninis
gexgrovr for Za months. There was an interm sacrifice of 10 an1n=l=/sex/group at 12
-zothe., The fcllowing parameters were. evaluated: mortelity, physical signs, body
wsigrnos, foos CO&SJ.;thﬁ, hemztology, clinical cnemistry, urinalysis, macroscopic and
wicroscIpic patholony changes. Ko treatment-related changes were seen in mortality,
slariczl gizng, food consurption, hematology, urinalvesis, orcan weights, masroe or
cIIrossIzic pethelisgy. R sl'cnt but significant body weight reduction was seen in high
5.8¢ —zles, ood, weiznt gains were significantly lowere in mid and high-dose animals.
Torot eDTiumr were eporasically lower in mid and high-dose males and females throughsot
e ogruly.
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fIZitionzl Comrerte:

2! Z=Year Teelinz/Oncozenicty - Rat Systemic NOEL = 25 ppm (1.25 mp/kg/Gay), Systeulc
L o= 307 ppoo (25 ng/xﬂ/c=y)(lower body weight geains in males, serum sodium
ir. mzles and females were sporadically lower thoughout the study); Core grais
rinimus

Systemic NOEL = 750 ppm (18.75 mg/ky/day), ,yete"ic LEL = 7500
/kg/day) (Gecreased body weights and body weight gains; increased
in mzles); Core grade minimur '

T) i-Gemersztion Feproduction - Rat Systemic and Reproductive NOEL > 2500 ppm (125
ﬂ“'ﬁﬁ'“""=“*); Ne toxic effects were demonstrated at any dose; Core grade
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L Bab Lettlas
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at Maternal NDEL > 73C mg/kg/day (¥DT); Teratogenic NOEL =152

St Teratoliozy - R
mz/vg/cday, Te*atoaenic LEL = 725 mg/kg/day (absence of renal pzapilla);
Tetotoxic NOIL = 152 mg/kg/day, Fetotoxic LEL = 725 mg/kg/day (lower mean
fetel body ue:ghts), Core grade minimum
I Teratciczy - Rabcit Maternal NOEL = 158 mg/kg/deay, Metermel LEL = 511 mg/kg/day
irecuced weicht gain); Developmental NOEL > 511 mg/kg/day (HLT); Core grade
rih*r:r

€0 060000000000 0600000hoe00e0s800000606000000060000000000600000000000000600000800600GCCIcOEsstoosscsdoes

R



'00--o..ooo-..-..nn-ocooc.oo-oao-t-.o.aoccoa-.no..cn.-0.OO0-.0..0on-o-o-..--no-oo.---o0

t¢e Coneadere-Z

Te s
Coa T

1]

iE=Mmth Onoogeritity - Mice Systemic NOOL = 25 ppm (3.75 mg/kg/dzy), Systeric Lo
= 750 ppn (232.5 mo/kg/day) (reduced boa\ weicht gains in meles and females):
Core grade minimus

© NWOEL = 100 ppm (5 mz/kg/day), LEL = 2500 ppr (125 mg/kg/dzy)

3 boZy weights and body weicht gains in both sexes; decrezsed srleen

t weights in mzles; relative brein, kidney aﬂ" testes weights
in rales an3i relatxve brazin and heart wel:hte were increzsed

Core grade minimw

.5 mg/kg/asy), LEL = 7500 ppr (1£7.5
weight suppression in males); Core ¢rads

Seudy: Mediunm Data Base: High REfD: RHigh

The :ticai stuly is of adezuate qualityand is given & mediur confidence rating.
tiornzl studies are supportive and therefore the data base is civen a high confidenc

2325
rating. High confidence in the RfD follows.
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U.S. EFE Contact:

Primary: Reto Engler FTS 557-74%1

Secondary: George Ghali FTS 557-74%
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