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M__etabolism-' of Butyl Benzyl Phthalate 1nDogs '

 Introduction. | L

A study was. conducted in dogs to: determme the general metabol:Lc

e

pathway of butyl benzyl phthalate. ’I-‘he prima’ry_dbjective of" th'e -in'v.eSti-'_

- gatlon was’ to note 51m11ar1t1es 1n phthal1c ac1d excretlon when compared
" to di-'(Z-ethylhexyl)-Phthalla_te’,"_ an approved phtha'l_ate'_ typ'e'. e__stelr'_plasti-_

cizer.

-Procedure .

On an absolute dosage ba51s the dogs recelved total doses of butyl

.benzyl phthalate of 52 grams (male) and 50 grams (female) The dogs
_ had a moderate d1arrhea for several day-s after dosmg but no tox1c symp-_ E
e toms Were ob_s’e‘rv'ed. _'The"dogs -we.re fed-'da1ly and"water wa_s- ofiered.-ad

llbltum after dosmg. L T

The urme was. analyzed for phthalate accord:.ng to the method of':

. Shaffer, C,,:Carpenter and H Smyth J"r.,'_J'ournal of Industrlal

Results and- D1scus smn .

The total urlnary excretlon of butyl benzyl phthalate was :Eound to be



2.44% for the male dog and 5. 56% for the female dog: These' values are

in line with urinary excretion values of 4. 5% and 2. 0% found for

'di-(2-ethylhexyl) phthalate. The minor differences are due to several
. facto_rs_ such as do'se, degree of absorptiou and the limitatiou':s of the .'

‘analytical method.

T_he .c'on"clusion relached- by Shaffer et. al., namely_ that the' toxicity
of the phthalate ester is largely or entlrely due to the alcohol used in
esterlfylng O—phthahc ac1d, is further supported by the results of this
study. |

The two alcohols in question are N~butyl alcchol and benzyl alcohol.

. It is well known that N-butyl alcohol is rapidly oxidiz ed in anima.ls.*
~=Further, only a small amount (l 8%) is apparently avallable for dlrect

.conjugation w1th glucuromc ac1d and excreted in thls form. It 1s loglcal '

to conclude that the buty-l alcohol portlon of butyl benzyl phthalate does
not add mgmﬁcantlytothe acute or 9}..’-?.91'1?-‘3 .to:f;:.c__l_ty_. of this p‘hthala_te
e'ater. : ] S N | | | h |

- The other alcohol released by‘the hydrolys1s of butyl benzyl phthalate
in the body is benzyl a.lcohol This substance has a reported LD50 of
3._- g/kglln rats. It is a-common component of perfumes, varlous drugs
and folod?"ﬂavors.. The invivo .oxidation rate Of-benzyl alcohol i_s also_ '."';."

* H. Weese.Arch. exp. Path. Pharmak., 135, 118 (1928) and S. Berggren
Skand. Arch. Physiol. 78, 249 (1938) AN




_very Tapid and the benzoic acid formed (whick has been safelyused as’
a fo"od,pres'e'i'iiat'ivé...'félfnrné,n'y:yea,lz;e) is eﬁéféﬁed maimy:'5(9.1=;,aé%)-,_ as R

'hlppurlc ac1d and partly as the benzoy—l glucuronlde.

I._m qﬁestmn behaves metabollcally as other phthalates approved a.s 1n
:'"dlrect food a..dd1t1\’r.esr)“plus a. corﬁprehens:.ve 90 da'y tox1colog1cal study )
Cedn! rats and dogs (1n Whlch a trea.tecl control butyl phthalyl buty‘l gly'col— -l
:.‘late, Was also mcluded) 1t appears loglca.l to conclude that butyl benzy‘l
pht_ha.l__a._.t'e_‘ is’ sa.fe ::a_n;f,l .that;_the- .Iecqmme-n-d.ed_ _-m;ﬁﬁfactgrlng _.p_ra.c*'c%q es .

provide ahlgh rna.rgln 'of.eé.fet}f.. R

”he ‘.,.Br.vzm; im this" rerort iz te be used in &e—. ele*a-wnt ot
the preduct and wmay bo given to r spsnu:b aics con.,ac*:r. Lo
- bubitis oot to La nded by them in advartisicy GDDJ The ~n. LT
- gourcs of f thic material is not to be di vulgd qambid it aamm o o N
" im mrfnai publications. No.axceptions to the eamb}'ahad Tule’
~-may. .be mads without- tha approval of the Aledical Depart- .-
- ment in St, Louis. Customers’ anmnes Tegarding matters.of
: to*c:c.ty are t0-be referred as be[ore to the Meézc::l Ds.n.irt
_ment in St .Louu for z:eply. L

- ‘/Ionsante Chem*c;.l .,ommny. S

On the bas1s of thls br:Lef study (Whlch shows that the phthalate ester-.-.-"___.'-_j-x-;_-.- .
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