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From: Consumer Safety Officer, Division of Dietary Supplement Programs , Office of

Nutritional Products, Labeling and Dietary Supplements, HFS-810
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Subject: 75-Day Premarket Notification of New Dietary Ingredients
To: Dockets Management Branch, HFA-305

Subject of the Notification: _Fructose 1, 6 Diphosphate

Firm: ___ AHD International, LLC

Date Received by FDA: _ April 18, 2003

90-Day Date: July 19, 2003

In accordance with the requirements of section 413(a) of the Federal Food, Drug, and
Cosmetic Act, the attached 75-day premarket notification and related correspondence for the
aforementioned substance should be placed on public display in docket number 95S-0316 as

soon possible since it is past the 90-day date. Thank you for your assistance.

Velger Lobsd——

955_—0&3’/,@ @/97’/?}




M, DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

%
( Food and Drug Administration
v&’ Coliege Park, Maryland 20740

MAY 23 2003

oFBearn,

John Alkire

President

AHD International, LLC

3340 Peachtree Road North East, Suite 2310
Atlanta, Georgia 30326

Dear Mr. Alkire:

This is to inform you that the notification dated February 19 and amended on

April 14, 2003, you submitted pursuant to 21 U.S.C.350b(a)(2)(section 413(a)(2) of the
Federal Food, Drug, and Cosmetic Act (the Act)) was filed by the Food and Drug
Administration (FDA) on April 18, 2003. Your notification identified the substance fructose
1,6 diphosphate as the substance that you intend to market as a new dietary ingredient.

Your notification states that, under the recommended serving and conditions of use, the
supplements will be a water-soluble powder. Suggested servings will be 2 grams once a day
with no specific limitations on duration of use. You further state that the product is not
recommended to pregnant or lactating women and to children under 12 years of age. A
suggested purpose for use is stated as being particularly suitable for people performing
strenuous muscular efforts.

The term “dietary supplement” is defined in the Act, as amended by the Dietary Supplement
Health and Education Act of 1994, as a product (other than tobacco) intended to supplement
the diet that bears or contains a vitamin, a mineral, a herb or other botanical, an amino acid, a
dietary substance for use by man to supplement the diet by increasing the total dietary intake,
or a concentrate, metabolite, constituent, extract, or combination of any of the above
ingredients (21 U.S.C. 321(ff)}(1)). Moreover, to be a dietary supplement, a product must be
intended for ingestion in a form described in 21 U.S.C. 350(c)(1)(B)(i) or comply with 21
U.S.C. 350(c)(1)(B)(ii), must not be represented as conventional food or as a sole item of a
meal or the diet, and must be labeled as a dietary supplement (21 U.S.C. 321(ff)(2)).

The definition excludes an article that is authorized for investigation as a new drug, antibiotic,
or biological for which substantial clinical investigations have been instituted and for which
the existence of such investigations has been made public, which was not before such
authorization, marketed as a dietary supplement or as a food (21 U.S.C. 32I(ff)(3)}(B)).

Fructose 1,6 diphosphate is excluded from the definition of “dietary supplement” under
21 U.S.C. 321(fH(3)(B). Fructose 1,6 diphosphate is an article authorized for investigation as
a drug for which substantial clinical investigations have been instituted in the United States,



Page 2 - Mr. Alkire

and the investigations have been made public, and which was not before such authorization
marketed as a dietary supplement or as a food.

A product containing fructose 1,6 diphosphate that is intended for use in the diagnosis, cure,
mitigation, treatment, or prevention of a disease or is intended to affect the structure or
function of the body is a drug as described in 21 U.S.C. 321(g)(1). Such a product is also a
new drug, as defined in 21 U.S.C. 321(p) which requires FDA approval under 21 U.S.C.
355(a) prior to marketing. The marketing of new drugs without an approved new drug
application is prohibited under 21 U.S.C. 331(d).

Your notification will be kept confidential for 90 days after the filing date of April 18, 2003.
After the 90-day date, the notification will be placed on public display at FDA's Docket
Management Branch in docket number 958-0316. Prior to that date, you may wish to identify
in writing specifically what information you believe is proprietary, trade secret or otherwise
confidential for FDA's consideration.

If you have any questions concerning this matter, please contact Victoria Lutwak at
(301) 436-2375.

Sincerely yours,

o ("
xi { A s
. Walker, M.D. %‘/
Acting Division Director

Division of Dietary Supplement Programs
Office of Nutritional Products, Labeling
and Dietary Supplements
Center for Food Safety
and Applied Nutrition



INTERNATIONAL, LLC N VAV
3340 PEACHTREE ROAD NE, SUITE 2310 b
ATLANTA, GA 30326 - BPR 1B 2003
PHONE: 404-233-4022 * FAX: 404-233-4041

April 14, 2003

Division of Standards and Labeling Regulations

Office of Nutritional Products, Labeling, and Dietary Supplements (HFS-820)
Center for Food Safety and Applied Nutrition

Food and Drug Administration

5100 Paint Branch Parkway

College Park, MD 20740-3835

Dear Vickey,

Per our phone conversation last Thursday, please find the enclosed documents that were missing
from our Fructose 1,6 Diphosphate pre-market notification, tracking # 83643.

Enclosed Documents:
Section 4, Attachment 1
Section 4, Attachment 2, Vol. I (2 copies)
Section 4, Attachment 3, Volume I
Section 4, Attachment 3, Volume II

This should complete the required information. Please confirm receipt of this information and
contact us as soon as possible if any other material is needed.

Best Regards,

rgi ewton
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February 19, 2003

Division of Standards and Labeling Regulations

Office of Nutritional Products, Labeling, and Dietary Supplements (HFS-320)
Center for Food Safety and Applied Nutrition

Food and Drug Administration

5100 Paint Branch Parkway

College Park, MD 20740-3835

Dear Sir or Madam,

Please find the enclosed cover letters along with 3 copies of clinical data for AHD International’s
Premarket notification for New dietary ingredient, Fructose 1,6 Diphosphate.

Please note that this we previously submitted this product on June 12, 2002, but withdrew on
August 22, 2002. We had delays getting the required information from our manufacturer and did
not want to exceed our 75 day deadline.

Please contact me if any additional information is required.

I%est Regards,

e Regar
A e U



INTERNATIONAL, LLC

3340 PEACHTREE ROAD NE, SUITE 2310
ATLANTA, GA 30326

PHONE: 404-233-4026 * FAX: 404-233-4041

February 19, 2003

Office of Special Nutritionals

Center for Food and Safety and Applied Nutrition
Food and Drug Administration

200 C Street SW

Washington DC 20204

Re: Submission of 75-Day Premarket Notification for New Dietary Ingredient

Dear Sir or Madam:

In accordance with the requirements of section 8 of the Dietary Supplement Health and
Education Act, AHD International is notifying the Food and Drug Administration that it will be
marketing Fructose 1,6 Diphosphate as a new dietary ingredient.

We take this action with the understanding the AHD International will not market this product
for a period of at least 75 days after the FDA receipt of this notification.

Company Name and Address of Distributor:
AHD International, LL.C
3340 Peachtree Road, Suite 2310
Atlanta, GA 30326

Ingredient Name:

Fructose 1,6 Diphosphate

Description:

The new dietary ingredient Fructose 1,6 Diphosphate (FDP) in a suitable salt form, is a naturally
occurring compound. That has been used in Europe and China for over 20 years.

Suggested Use as a Dietary Ingredient:

Dosage: 2 Grams
Dose(s) per day: One
Oral Form: water-soluble powder



History of Use/ Evidence of Safety:

Studies have shown that there is no negative data connected to prolonged use.

The product is particularly suitable for people performing strenuous muscular efforts.
Although no evident side effects are reported, the product is not recommended to pregnant or
lactating women and to children under 12 years of age.

Studies show that FDP is extremely safe. Please see the enclosed safety data.

7"  President

AHD International, LLC



Section 4)

Attachment no. 1

IRFI S.p.A.
Toxicology Dept.:

ESAFOSFINA: Acute Toxicity in Mice and Rats.

Internal Report, May 5, 1987
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LABORATORI DI FARMACOTOSSICOLOGIA
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Tal, ln77ﬂ\ 34 481/2/3 - Telox 621140 - Telefax (0775} 34483
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" Direttore Dott ROMOLO SCURI

4, Nov. 1988

ESAFOSFINA

ACUTE TOXICITY IN MICE AND RATS

PHARMACOTOXICOLOGICAL DEPARTMENT
I.R.F.I.

VIA MOROLESE 87 FERENTINO (FR)
ITALY

RESEAR ECTOR
R. RI
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FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel (0775)34 481/2/3 - Telex 621140 - Teletax (0775) 34483
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g&aﬁ;}g&gf Egggfpﬂef |§?|NS°RZ‘° Direttore Oott. ROMOLO SCURI

LABORATOR! Di FABMACOTOSSICOLOGIA
- Aut Min. Sanita def 19/12/1986

ACUTE TOXICITY

Swiss mice (CD-1) and Wistar rats (CD WR-L) of both sexes with a
respectively body weight of 18 - 20 g and 100 -~ 110 g were used.

All animals came from the same breeding (Charles River - Calco Italy):
the animals were kept before and during the experiment under constant
environmental conditions (temp. 22°C + 1, relative humidity 55-60% +5,
light/dark cycles of 12 hours) and were fed with balanced fodder in
pellets (Italiana Mangimi Settimo Milanese) with free access to water.

The animals treated by oral route (gavage) fasted the night before the
experiment (about 18 hours) with free access to water.

The drug was dissolved in bidistilled water in different concentrations
(minimum 7,5%, maximum 60%) accordingly to the used doses, in way to
administer always a constant volume of 10 ml/kg.

The animals divided in groups of 5 each, were kept in transparent cages

of makrolon (Tecniplast) and were observed during 14 days after the
treatment.

During the observation period both the clinical symptomatology and the
mortality were registered.

At the end of the observation time of 14 days the value of the DL was
calculated with the Reed-Muench method. (Amer. J. Hyg. 27, 493, 1938).

The experimental data were elaborated by a Personal Computer IBM Mod.
AT.

The drug was administered intravenously by the caudal vein.

The dead animals were macroscopically examined by necropsy and on liver,
hearth, spleen, lungs and brain, were also carried out histological and
microscopical exams.

For-the experiments was used Esafosfina*, batch P6 256A.

* Esafosfina: Fructose-l,6-diphosphate



ISTITUTO RICERCHE Sede.Ricerca e Stabimento. 03013 FERENTINO (FR) Via Morolese. 8

FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel. (0775) 34.481/2/3 - Telex 621140 - Telelax (0775) 34483
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- g&)ﬂg&gfggggfﬂfﬁggusomo Duettore Dott. ROMOLO SCURI
LABORATOR) DI FARMACOTOSSICOLOGIA
p~ . Aut. Min. Sanita del 19/12/1986
2.
|
[
) DIET COMPOSITION
- NUTRITIONAL COMPONENTS
- humidity 12.4 %
g - raw protein 21.3 %
o - raw lipids 3.7 %
4 - raw fibre 6.2 %
e -~ ashes 7.35%
® - non nitrogen extracts 61.45%
4 - calcium 0.92%
e - phosphorus 0.84%
. CONTAMINANTS
'. ~ organic chloro pesticides 0.005 mg/kg
- - phosphoric esters 0.005 mg/kg
.~ -~ microtoxin Y 0.05 mg/kg
s ESTROGEN ACTIVITY negative
- HEAVY METALS
- -~ cadmium 0.005 mg/kg
~ - arsenic 0.005 mg/kg
. - lead 0.9 mg/kg
- mercury 0.005 mg/kg
- -selenium 0.140 mg/kg
)
o
- \
P
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ISTITUTO RICERCHE

FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.

—_-// CENTRO RICERCHE DEL CONSORZIO

BIOMEDICA FOSCAMA - IRFi

1) MOUSE

INTRAVENOUS TREATMENT

LABORATORI DI FARMACOTOSSICOLOGIA
Aut Min. Sanita del 18/12/1986

TABLE N° 1

ESAFOSFINA - Acute toxicity - in male mice
Administration by intravenous route

Sede.Ricerca e Stabihmento 03013 FERENTINO (FR) Via }
Tel (0775) 34 481'2/3 - Telex 621140 - Telelax (0775) 3448

Direttore Dott ROMOLO SCURI

DRUG DOSE DEAD ANIMALS/ LD CONFIDENCE
mg/kg TREATED ANIMALS mg?gg LIMITS
(P = 0.05)
ESAFOSFINA 750 0/10
800 3/10 837.178
850 5/10 874.501
900 6/10 913.487
950 7/10
1000 8/10
1050 10/10
TABLE N° 2
ESAFOSFINA - Acute toxicity - in female mice
Administration by intravenous route
DRUG DOSE DEAD ANIMALS/ LD CONFIDENCE
mg/kg TREATED ANIMALS mg?&g LIMITS
(P = 0.05)
ESAFOSFINA 750 0/10
800 3/10 837.178
850 5/10 874.501
900 6/10
950 7/10 913.487
1000 8/10
1080 10710
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a.l) MALE MICE
750 mg/kg
800 n "
850 11 "
900/950 voon
1000 0o
1050 n 1"
a.2) FEMALE MICE

750/1050 mg/kg

b.1) MALE

750
800

850
900
950
1000

1050

ISTITUTO RICERCHE

Sede Ricerca e Stabiimento 03013 FERENTINO (FR} via Mo

FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel (0775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483

PR S

CENTRO RICERCHE DEL CONSORZiO ! OO0 SCURS
BIOMEDICA FOSCAMA - IRF! Direttore Dott. ROMOLO SCURI

LABORATOR! D FARMACOTOSSICOLOGIA
Aut. Min Sanita del 19/12/1986

MICE

mg/kg

A) CLINICAL SYMPTOMATOLOGY

No toxic symptomatology.

Light sedation in all animals with return to the
normality after 5 hours from the beginning of the
treatment.

Like above with return to the normality within 24
hours from the beginning of the treatment.

No toxic symptomatology.

Sedation in all animals; the survived animals re-
turn to the normality between 24 and 48 hours from
the beginning of the treatment.

Deep sedation in all animals before death.

The same symptomatology found in animals male sex.

B) MORTALITY

No mortality.

3/10 dead animals in the first hour after the
treatment.

5/10 dead animals in the first hour after the
treatment.

6/10 dead animals in the first hour after the
treatment.

7/10 dead animals in the first hour after the
treatment.

8/10 dead animals in the first hour after the
treatment.

10/10 dead animals in the first hour after the
treatment.
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~ FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel (0775) 34 48123 - Telex 621140 - Teletax (0775) 34483
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CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRFI Direttore Dott ROMOLO SCUR!

&

LABORATOR! DI FARMACOTOSSICOLOGIA
Aut Min. Sanita del 19/12/1986

FEMALE MICE

The time of mortality ard the number of dead animals were the same as
those of male animals.

C) MACRO AND MICROSCOPIC ANATOMIC/HISTOLOGIC EXAMS

No lesions or pathologic modifications in the organs were noted, due
to the pharmacoclogical treatment.



ISTITUTO RICERCHE Sede.Ricerca e Stabilimento 03013 FERENTING (FR) Via Moro

'\ FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel (0775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483

IRF! .

J/ CENTRO RICERCHE DEL CONSORZIO

BIOMEDICA FOSCAMA - IRFI Direttore Dott ROMOLO SCURI

LABORATOR! DI FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 19/12/1986

DETERMINAZIGONE DELLY DLEO

Acute touxiciby in MqF mece 1.V ads
30-04~87

Oggetto della statigsticas
LData H
M. delle csservazioni H

-

/
VALORI SPERIMENTALTI @
1. 790,000 10,000 L OO0
2. 00,000 10,000 3.000
3. B850, 000 10,000 5.000
4, QOO0 . COO 10.000 Y alsle]
5. 950. 000 10.000 7. 000
b. 1200.000 10,0600 8.000
7. 1050, 000 10,000 100000

IRFI Ferenti

0
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//\ FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel (0775) 34 481/2/3 - Telex 621140 - Teletax (0775) 34483
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AR _/J CENTRO RICERCHE DEL CONSORZIO :
BIOMEDICA FOSCAMA - IRFi Direttore Dottt ROMOLO SCUR!
LABORATORI D! FARMACOTOSSICOLOGIA
- Aut Min Sanita del 19/12/1986
£
DETERMINAZIMNIE DELLA DLSO
Ougetto della statisticar: Acuts toxiclity zn M/F mice I.Y &C
Data ¢ DO -D6-87
M. delle ossec-vazloni 5 7
FEFCENTUAL T :
Dose Trattati =1kl Fesvo.
i TS0 L OO0 10 ") G003,
z BOO ., 0000 \ 10 3 J0.00 Y
G} 850, 0000 10 por’ S0.00 %
4 TFRO .. 0000 10 6 HGLOT Y
5 PS50 .0000 10 7 70.00 %
& 1000.0000 10 a8 go.00 %
7 1030.000G0 10 10 100.00 %

IRFI Ferent
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FARMACOBICLOGICHE INTERNAZIONA
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CENTRO RICERCHE DEL CONSORZIO

BIOMEDICA FOSCAMA - IRF}

LABORATORI Di FARMACOTOSSICOLOGIA
Aut. Min Sanita def 19/12/1986

Sede.Ricerca e Stabiimento 03013 FERENTINO (FR) Via Moro

Tel (0775) 34 481723 - Telex 621140 - Telefax (0775) 34483

Direttore Dott ROMOLO SCURI

DETERMINAZIONE DEILLLA DLTGO

Oggetto della statistica: Acute toxicity in M/F mice 1.V ad
Data T JG-04—-87

N. delle osservazioni - ‘

RISULTATI DELLA STATISTICA:

dl SO = 874,501

Errore Standard = 978

Limiti &l 93% ~ inf. : BA7.173

F13.487

IRFI Fer=aot:

.\\MA
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FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.
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BIOMEDICA FOSCAMA - IRF

71
¥

(A

LABORATOR! DI FARMACOTOSSICOLOGIA
Aut Min. Sanita del 15/112/1986

Sede.Ricerca e Stabiimento. 03013 FERENTINO (FR} Via Mo
Tel (0775)34 481/2/3 - Telex 621140 - Telefax {0775) 34483

Direttore Dott. ROMOLO SCURI

AMALIST DELLA REGRESSICHE

10

Oggetto della statistica:r

Data

M. dellg csservazioni

7

g

Acute toxicity in /77 mice I.V ad
: 30-04--87

Neghfs e

VALORI SFERIMENTALI:

750,000 . OO0
800 . 000 20,000
850 . 000 =0 . 000
GO0 . OO0 &GO L0000

S30.000 70,000
10GO.000 g0, 009
1050, Q00 100,000

=
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CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRFI

LABORATORI Di FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 19/12/1986

Sede.ficerca e Stabilimento 03013 FERENTINOQ (FR) Via Morole

Tel {0775) 34 481/2/3 - Telex 621140 - Telefax (0775} 34483

Diettore Dott. ROMOLO SCURI

ANALISI DELLA REGRESSIONE

Oggetto della statistica: Acute tbxicity in M/F mice 1.V ads
30-04-87

Data

N. delle osservazioni : 7

INTERFOLAZIONE VYALORI ATTESI:

Noglswiho e

¥ oss. Y 085,
7500000 0. 0000
8GO . OCO0 30,0000
850 . 0000 50.0000
P00 . Q000 60 . 0000
P50 . 0000 70 .0000
1000, 00CO 80 . 0000
1050.0000 100 . 0000

Y att.

10,7340
25.7140
40, 71450
S5.7146G
70.7140
85.714¢C

100, 7140

Diff.

~10.7140
4. BRSO
9.2860
4. 2840
-0, 7140
~5.7140
377160

G.C
14.2
18.5

NSt
-1.0
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CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRFi

LABORATORI DI FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 19/12/1986

¢

FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.
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AMNLISI DELLA REGRESSICGHE

PR

Oagetto della statistica: Acute texicaty in M/F aics I.V a

Data :
M. delle osszrvazlioni H 7

BUr-Ou—7

RISLLTATI DELLA STATISTICA:

el a :
NATLIANZA H X
Deviezione Ltandard : Y
Evrore Standard : X

Ceorvarranzax TE DG, DGO

Blop.as Y 30

ntopEe

T L OO0 e AW
J16&E ALY = YOS
109,610 W= 3=
S0, BR2G Y= te
Coefrf.correglasiones
N S F Ao loss A
MR L4 - 2i4.284
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2) RAT

INTRAVENQUS TREATMENT

TABLE N°¢ 3

ESAFOSFINA - Acute toxicity -~ in male rats
Administration by intravenous route

DRUG DOSE DEAD ANIMALS/ LD o CONFIDENCH
mg/kg TREATED ANIMALS mg?kg' LIMITS
(P = 0.05)
ESAFOSFINA 900 0/10
' 1000 1/10 1093.332
1100 4/10 1159.563
1200 6/10 1229.806
1300 8/10
1500 10/10
TABLE N° 4
ESAFOSFINA - Acute toxicity - in female rats
Administration by intravenous route
DRUG POSE ~DEAD ANIMALS/ LD CONF IDENCH
mg/kg TREATED ANIMALs mg?gg LIMITS
(P = 0.05)
ESAFOSFINA 900 0/10
1000 1/10 1104.693
1100 3/10 1170.182
1200 6/10 1239.554
1300 8/10
1 cAn ain/1n N
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R
) A) CLINICAL SYMPTOMATOLOGY
o
a.l) MALE RATS
m% 900 mg/kg No toxic symptomatology.
1000 won Light sedation in all animals with return to
normality within 24 hours from the beginning of
son the treatment.
1100 noow Moderate sedation with return to normality
) within 5 hours from the beginning of the treat
- ment.
1200/1300 * v Like above.
- a.2) FEMALE RATS
‘ 900 now No toxic symptomatology.
- 1000 w o Light sedation in all animals with return to
normality within 5 hours from the beginning of
. the treatment.
o 1100/1200/1300 Moderate sedation with return to normality with
: : in 24 hours from the beginning of the treatment
. ( the survived animals).
B) MORTALITY
= b.1) MALE RATS
900 mg/Kg No mortality.
s 1000 noon 1/10 dead animals in the first hour from the
- beginning of the treatment.
. 1100 "o 4/10 dead animals in the first hour from  the
g beginning of the treatment.
ST 1200 "on 6/10 dead animals in the first hour from the
~ begimming of the treatment.
= 1300 "wow 8/10 dead animals in the first hour from  the
- beginning of the treatment.
. 1500 "ow 10/10 dead animals in the first hour from the
= beginning of the treatment.
4
o)
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b.2) FEMALE RATS

900
1000

1100

1200

1300

1500

No mortality.

1/10 dead animals in
the beginning of the
3/10 dead animals in
the beginning of the
6/10 dead animals in
the beginning of the
8/10 dead animals in
the beginning of the

the first hour from
treatment.
the first hour from
treatment.
the first hour from
treatment.
the first hour from
treatment.

10/10 dead animals in the first hour from

the beginning of the

treatment.

C) MACRO AND MICROSCOPIC ANATOMIC/HISTOLOGIC EXAMS

No lesions or phatologic mcdifications in the organs were noted,
due to the pharmacological treatment.
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Oggetto della statisvica: fcute toxloity an ™M orat 1.0 admyna.
. Data r 30 -04-57
- M. dellise oszervazioni :  H
FERCEMTUALT @
- . - . -,
Duse Trattati Es1til Feve.
- i 00 L0000 10 C Q.20 %
o= 2 1000,0000 10 1 16,00 %
3 1100.C000 1¢ &4 GO 0 W
- G 1200, 0000 10 & HT 00 YU
s 5 1300, 0000 1G g 80.00 Y%
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Direttore Dott. ROMOLO SCURI

DIZTERMIMOAZSTOMNE DELLY DGO
Ogogetteo dellszs statistica: ﬁ;u%r towiclby in M ocal 1.4
Data 2 S0 -S4
Mo delle wvsservazicml 2 &

18.

admye,

VEL DR EFPER Ii l”"‘lTnf

SO0, D00 10, Q00 IEalsle
10G0 000 18,000 1.000
1100, O 10, O 4, QUG
100, 000 10, Gl & W V0D
13G0, 000 133, Q00 g, 000
1500, 000 10, 00 10.00C

o p— o Seates s 58+ sarmarts e ottt

Bl

Y Y

Sede Ricerca e Stabiimento. 03013 FERENTING (FR} Via Morolese. 8
Tel {0775) 34 481/2/3 - Telex 621140 - Telefax (0775} 34483
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'—M
o
L
_M
'm
- DETERMIMNOAZIOME DELLA DL3O
o) prr—. ey -
Ogoetio della statisticar Acuate toxicity in M orst I.Y admao.
p Data 2 B0-04G--87
M. celie osservazion: I
o
RISULTATI DELLA STATIGTICA:
= d1l oo = 1139.563
- Frvrore Standard ' = 70
P
Limiti al 9%% - ivif. s 1073.332
~ ..,
- ELP. 8 1889 .806
m T e L T unpRsUpor—— - - B )
‘ IRFI Feremtim
. ]
4
L)
$
fo ]
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20.

e i ey
FOm sl ovie

. delle osserverioni

e e o s 4 de 5 e e L I S
e C..L'Ly i M osat 1LY oadamar.

gbatislica: Acute
HERC IS RS T N o )
b

VMALORT SFERIMEMTALL

100, GO0
1100, 000
12006000
1300, GO0
1500, 000
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L0 OO0
&G a00
9L 000

100,000
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AreLIBT

Sede.Ricerca e Stabhmento. 03013 FERENTINQ (FR} Via Morolese. 87
Tel. (0775) 34.481/2/3 - Telex 621140 - Telefax (0775) 34483
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{EGS LOME

ottt

towicrts

B0 BT

Combimtmm—e i ossems Serves FAm e % s herem ey e e qaiiee Siigs shssberuns Seemetsseet

R R RTRIN]
19,6000
Sy L PO
Sh . ZOO0D
73700

108 . 3000

Oggettc della statistica: Aocule
Data H
M. delle vsservarion: r &
INTERPOLAZ TONE VAl ORI ATTESI .
X oo, Vonss.

i O L L0000

s 1oy OGO i, OO0

S0 110G 00a0 40, OO0

40 1200 .,.0000 H0 L0000

5 1300 ,0000 SO G000

& 1500, 0000 10,0000
Sommatoria gquadirati delle differenze -

rrad

in o

000

""" . 30O

SN0

2645000

.y

21.
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@, 1250
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22.
Ll
)
Y
P
=
F AMALIST DELLA REGRESSICHE
= Ohgetto della statisticar Acube toxwicity i M rat 1.V adain.
Data s HO--04 837
N, azlle osservazioni s b
Lo - g [
) RISULTATI DELI.A STATISTICA:
— Media : X= 11&b.657 Y = 48.553
L Yartanza : X= GELHEL . OHT Ve 1536 . 6L
, Deviazione Standard : K= 21468.085 Vs G 2O
- Zrrore Standard : Y= 28.1%2 Y = AECIR ALK
Y
Coevarzanzas B333.323 Coeff .corralaziavnes .78
e Sliape= « 179 Intcos- 160G .. GO0 Arigelo= 1C . 1eE
R Retta @+ ¥ = LATE X - 160,000
]
d
oy
¥
FoN
EY
-
o
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23.

Jocetts della
Data H
delle csservazioni H &

statistica: Acute tox.oiby in F oerat 1.9 admin,
00437
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Goagetbto della statrcstica: 7 Sl o,
Lata H J
Mo delle ensesvazooni s &

FPRRCEMTILISLT ¢

]

Do

i

53 Tr&ttati Ezitbi Fare.

GO0, Q000 10
1000, 0000 10
1100, 0000 10
1200, GO0 10
1300.0000 16
1500, 0000 10 1

)

i, 00 Y
10,00 ¥
0,00
SO L 00
B8G.00 ¢

100 00 ¥

PO

-
. .~

T8 Wige
P>

F
o
*

+

00 ) e

o
o

-

——— e —

iRFI Ferontino

MIAA-



——

L

it

ISTITUTO RICERCHE
FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.

CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRFI

FARNOATND N CADAMANNATACCINONE A
LARAITWN T WFH W T ARMIALY § UIJIVULVOIA

Aut Min Sanita del 19/12/1986

Sede Ricerca e Stabimento: 03013 FERENTINQ (FR} Via Morolese, 87
Tel (0775} 34.481/2/3 - Telex 621140 - Telefax (0775) 34483

Direttore Dott. ROMOLO SCURI

25.

DETERMIMNSZIONE DELLA DLEO

ODggette della statiuticas
Data H

&

Aoute toxicity wn P orat 1.
Bl ~045--87

[— [

CIGULTATI DELLA STATISTICA:

P T -
Ervere Standard ==
Lameti al 985Y% N

-

2

IRFI Ferenrntine

/)O..lllﬂl/
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26.

AMNALISI DELLA REGREISSIONE

Ooggetto della statistica

Data

M. delle osservazioni

: Acute toticity in F orat I.YV adinin.
: 30-04-87
-

VALORI SFPERIMEMTALT &

GO0, Q00
1000, 000
1100.000
1200.000
1300.000
1500, 000

« R0
1.000
3,000
& .00
g.000

1. QO
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27.
ANAL.ISI DELLA REGRESSIONE

Oggetto della statistica: Acute toxicity in F rat 1.V admia.

Data r BQ--04-87

N. delle osservazioni P

INTERPOLAZIONE VALORI ATTESI:

X ovss. Y oss. Y att. Diff. Diff.x

1 FOCLQOO00 QL0000 -« 3OO Q.3CO0 O, OO0
&2 1000, 0000 1.0000 1.80060 3 SO0 =50, GO0
3 1100,0000 3.0000 3.3000 - OO0 10,00
4 1200,.0000 & . Q000 & . 1000 Q.2000 18,0000
5 1300.0000 8.0000 6. 000 1.10G0 13.73C0
& 135000000 10,0000 165000 -3, 5000 -5. 0000

Sommatoria guadrati delle differenze

it

2. 7000

Nl
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Apel I

51 DELLA

Sede.Ricerca e Stabiimento: 03013 FERENTINO (FR) Via Morolese.
Tel. (0775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483

. - U

Direttore Dott. ROMOLO SCURI

28.

AEBRESSIONE

Oggetto della statistica
Data
N. delle osservazioni

r Acute ftoxicity in F orat TV admin
: 30-05-87
: b

RISULTATI DELLA STATISTICA:

Media :  ¥m 1166.667 = G &ET
Yarianza N Loq&bd . 667 == 15.847
Deviazione Standevd HE £ 216.025 K 3.9532
Errore Standard : = 8e.192 Y= 1.0
Covarianzas 8a6. 667 Coeff.correlaziones - FEG
Slope= .18 Intcp=- 1£.500 Argolo= 1,032
e Retta : Y = L0018 £ - 1&.500
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-=// CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IREI Direttore Dott. ROMOLO SCUR!
LABORATOR! DI FARMACOTOSSICOLOGIA
- Aut. Min. Sanita del 19/12/1986 29.
3) MOUSE

INTRAPERITONEAL TREATMENT

TABLE N° 5

ESAFOSFINA -~ Acute toxicity - in male mice
Administration by intraperitoneal route

DRUG DOSE DEAD ANIMALS/ LD50 CONFIDENCA
mg/kg TREATED ANIMALS mg/kg LIMITS
(P = 0.05)]
ESAFOSFINA 5000 0/10 6025.466
6000 3/10 6526 .695
7000 6/10 7069.620
8000 10/10
TABLE N° 6

ESAFOSFINA - Acute toxicity - in female mice
Administration by intraperitoneal route

DRUG DOSE DEAD ANIMALS/ LD, CONFIDENCE
mg/kg TREATED ANIMALS mg/kg LIMITS
(P = 0.05)
ESAFOSFINA 5000 0/10 5909.437
6000 4/10 6417.811
7000 6/10 6969.919
8000 10/10

o) o
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ISTITUTO RICERCHE Sede,Ricerca e Stabiimento 03013 FERENTINO (FR) Via Morolese. €

~. FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel (0775) 34.481/2/3 - Telex 621140 - Telefax (0775) 34483

tnn‘) .
~ : g'EONJggg ACFEORSCC? AEM%EtholNSORZlO Direttore Dott. ROMOLO SCURI

LABORATORI DI FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 18/12/1986

31.

A) CLINICAL SYMPTOMATOLOGY

a.1) MALE MICE

5000 mg/kg Sedation in all animals with return to the norma-
lity within 24-48 h. from the beginning of  the
treatment.

6000 " " Deep sedatior. in all animals with return to the
normality within 24-48 hours from the beginning of
the treatment.

7000/8000 ' " Like above with deeper symptomatology (the survi-

ved animals).

a.2) FEMALE MICE

The toxic symptomatology and the time of return to the normality
are overlapping to those observed in male animals at the same doses.

b.1) MALE

5000
6000

7000

8000

B) MORTALITY
MICE

mg/kg No mortality

" v 1/10 dead animals within the first hour from the
beginning of the treatment, 2/10 within 3 hours.

" v 3/10 dead animals within one hour from the begin-
ning of the treatment; 2/10 dead animals within 3
hours.

w w  310/10 dead animals within the first hour from the
beginning of the treatment.

b.2) FEMALE MICE

5000
6000

7000

8000

C)

mg/kg No mortality

. w 2/10 dead animals within the first hour from the
beginning of the treatment; 1/10 within 3 hours;
1/10 within 5 hours.

won 2/10 dead animals within the first hour from the
beginning of the treatment; 3/10 within 3 hours;
1/10 within 5 hours.

w v 10/10 dead animals within the first hour from the
beginning of the treatment.

MACRO AND MICROSCOPIC ANATOMIC/HISTOLOGIC EXAMS
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CENTRO RICERCHE DEL CONSORZIO -
; BIOMEDICA FOSCAMA - IRFI -- Direttore Dott ROMOLO SCURL
4
LABORATOR! Di FARMACOTOSSICOLOGIA
| . Aut. Min Sanda del 19/12/1986
-t
- 32.
Mm
fanl
L

DETERMINAZIONE DELLA DLIO

Oggetto della statistica: Acute toxicity in M mouse Y1.P admiv.
- Data s 30-04~87

‘ N. delle osservazioni &4

- FERCENTUAL.T :

- Dises Trattat: Esiti Freve .

L) l -, -

- 1 S000 ., 0000 1O "] O.00 Y
2  &O00.,. 0000 10 3 30.00 %

- 3 7000.0000 10 & EOLOD Y

o= & 2000 . 0000 16 10 100,00 4

o IRFI ferentinc
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BIOMEDICA FOSCAMA - IRFI

LABORATORI Di FARMACOTOSSICOLOGIA

Aut. Min. Sanita del 19/12/1986

FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.
CENTRO RICERCHE DEL CONSORZIO

Sede.Ricerca e Stabiimento. 03013 FERENTINO {FR}) Via Morolese. 8}

Tel. (0775) 34.481/2/3 - Telex 621140 - Telefax (0775) 34483

Orrettore Dott. ROMOLO SCURI

33.

DETERMIMAZIONE LDELLA DLIO

Oggetto della statistica:s

Acute toxicity in M mouse I.FP admin.

Data : J0~-04-87
N. delle osservazioni : 4
VALGRI SFERIMENTALI:

1. FO00, 000 10.000 QDO

2. &QQOD . GO0 1Q.000 3.000

3. 7000, 000 10.000 & . QD

4, 8000.000 A0 ..GO0 10,000

IRFI Ferentino

’
' ﬂ a 5 »
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i G, IRE ‘3 S ke o o s
- CENTRO-RICERCHE DEL CONSORZIO

BIOMEDICA FOSCAMA - IRFI Direttore Dott ROMOLO SCURI

LABORATORI Dt FARMACOTOSSICOLOGIA
. Aut. Min. Sanita del 19/12/1986

34.

DETERMINAZIONE RELLA DLSO

Oggette della statistica: Acute toxicity in M meouss [P admin.
Data 300487
N, delle aosservazion:

RISULTATI DELLA STATISTICA:

dl 50 = LG4 . HPE
Errore Standard = . RED
Limiti al 929% - inf. s LOBS . 466

~ sUp. & 7069 .620

IRFI Ferentino

WIl'AA/
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ISTITUTO RICERCHE
/\ FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.
P
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= CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRF!

LABORATORI DI FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 19/12/1986

Sede.Ricerca e Stabilimento, 03013 FERENTINO (FR) Via Morolese 87
Tel. {0775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483

Direttore Dott. ROMOLO SCURI

35.

AMALLIST DELLA REGRESSIGHE

Oggetto della statisticar Agute toxicity in M mouse I #dmio.
Data : 30-04-87
N. delle csservazioni I Y
VALGRI SFPERIMENTALI @
1. SO00 ., 000 Q00
Z. HOQO . 000 30.000
3. 7000, 000 &0 . OO0
4., BOOO. OO0 106,900

ra

JQL/ﬁZ:wﬂe
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GRNTRO RCERCHE 05 COUSORD s 0t N S

LABORATORI DI FARMACOTOSSICOLOGIA

. - . Aut. Min Samita def 19/12/1986
o
36.
o
o
oo
L
fe)
- AMNALISI DELLA REGRESSIONE
Uggetto della statistica: Acute toxicity 10 M mouse I.P admin.
- Data : 300487
N. delle cesssrvazioni 3 4
INTERPOLAZIONE VALORI ATTESI:
)
X oss. Y oss. Y oatt. Ditf. Daoffo
- 1 S5000.0000 0. 0000 L 000 2. G000 S PER IS
- £ &4Q00.0000 30. 0000 31.0000 s =1 L0000 ~3.3330
3 7000,00Q0 &0 . 0000 b4 . 0000 =4, 0000 ~& . AELT
- 4 8O0G.o0QU 10G. 0000 7L 0000 33000 3. 0000
e
) Sociomatoria quadrati delle differenze = 30.0000
fae]
J
-

M
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VALY 2 R IS {\, IRFI TR * TR INC RS SER
o N — CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRFI Dicettore Dott. ROMOLO SCURt
oo LABORATOR! DI FARMACOTOSSICOLOGIA
- Aut. Min. Samita de! 19/12/1986
oy
37.
-
Lo
-
) ANALIST DELLA REGRESSIUONE
e Oggetto della statistica: Acute toxicity in M mouse 1.F admin.
Data : 30~04-87 ‘
N. delle oseervazioni 4
@i RISBULTATI DELLA STATISTICA:
f Media :  X= LFO0 . OO0 Y 477 500
- Varianza t X= 14&66b666.6467 = 1885 . C00
T Deviazione Standard 52 X= 1890.994 = 42,720
g Errore Standard : X= 645.497 Y= 21 .360
PR
- Covarianzas SS00G . GO0 Copff.correlazione= 997
- Slope= .033 Intcp=- 167.000 angolo= 1.870C
T Retta : Y = L33 ¥~ 1£7.000 CaE
’;J —
J
o
o

” (-
s 1hd
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ISTITUTO RICERCHE Sede.Ricerca e Stabdimento: 03013 FERENTINOG (FR) Via Morclese 87
FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tel. {0775) 34 4517273 - Telex 621140 - Telefax (0775) 34483
o eASAESRE 1 oncs B " 1 R RTH ainion i iAo vl
ggﬁgno‘glcfggg AE“DAE_L'%NSORZ‘O Dwettore Dott. ROMOLD SCURI
- LABORATOR! Dt FARMACOTOSSICOLOGIA
- Aut. Min. Sanita del 19/12/1986
R
: 38.
— DETERMINAZIONE DELLA DLIO
. Cggetto della statistica: Acute towicity in F mouse I.F asdmin.
¢ Data : 300487
(e M. delle csservazioni : 4
! VALORI SFPERIMENTALI:
m .
. 1. 5000, 000 10,000 L 000
i 2. &000 ., Q0 10,000 4, 000
- 2. 7000.000 10,000 6 OO0
. 4, 8000.000 10,000 10,000
g
R,
seme
J

IRFI Ferentinc

M.
~-s0 04 _
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FARMACOBIOLOGICHE INTERNAZIONALE S.p.A. Tet {D775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483
(\‘!m‘ lh‘ PN %+ NS00 DUUENUE s A ’
-J_j CENTRO RICERCHE DEL CONSORZIO
SIOMEDICA FOSCAMA - IRF1 Direttore Dott AOMOLO SCURH

LABORATORI DI FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 19/12/1986

39.

DETERMINAZIONE DELLA DLAGO

Oggetto dellia statistica: Acute toxicity in F mouse 1.F admin.
Data : BO~CG4LG-87
N. delle csservazioni s 4

FERCENTUAL. I :

Dose Trattati Eziti Ferc.
1 5C00.0000 10 o D00 Y
2 &000,0000 190 4 40,00 %
3 7000.0000 10 & HO .00 Y%
4  go0d, 000 10 10 100,00 %
‘ IRFI Ferentinc
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IRFI - AR 2B s S M o et '
- / CENTRO RICERCHE DEL CONSORZIO
BIOMEDICA FOSCAMA - IRFI - Direttore Dott. ROMOLO SCUR!
- LABORATOR! Ot FARMACOTOSSICOLOGIA
. Aut. Min. Sanita del 19/12/1986
40 -
oy
-
.
-
DETERMINAZIONE DELLA DLGO
e Ogagetto della statistica: Acute toxicity in F mouse ILF admin.
Data : 30-046-87
. N. delle osservazioni : 4
RISULTATI DELLA STATISTICA:
— gl B0 = 6417.811
Errore Standavd = .59
- Laimiti al 954 -~ inf. 5909 .437
= - sup. s &R69.919
m\ IRFI Ferentinc
}
4
1
P
L

.\IM«/



CENTRO RICERCHE DEL CONSORZIO

BIOMEDICA FOSCAMA - IRFI

LABORATOR! DI FARMACOTOSSICOLOGIA
Aut. Min. Sanita del 19/12/1986

ARELISI DELLA

ISTITUTO RICERCHE
/\ FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.
- IRFL, el -y

IRE

Sede.Ricerca e Stabitimento 03013 FERENTINO (FR) Via Morolese. B7
Tel {Q775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483

Direttore Doft. ROMOLO SCUR!

41.

GHESSIGHE

Oggetto della statistica:

Data

M. delle cogservarioni

Aocute toexiclity in F mocuse I.F admir.

30-04-87
A

£ W0

VALORI SFERIMEMTALTI:

&EQCQ ., 000
FOO0, Q00
GO0, 000

L Q0
LG, 1000
& D00

100,000




ISTITUTO RICERCHE

BIOMEDICA FOSCAMA - IRFI

LABORATOR! DI FARMACOTOSSICOLOGIA

- Aut. Min. Sanita del 19/12/1986

FARMACOBIOLOGICHE INTERNAZIONALE S.p.A.

S: ~FEPRIRSERTS - OSRe t

CENTRO RICERCHE DEL CONSORZIO

Sede.Ricerca e Stabilimento. 03013 FERENTINO (FR) \Via Morolese. 87
Tel. {0775) 34 481/2/3 - Telex 621140 - Telefax (0775) 34483

Direttore Dott. ROMOLQ SCURI

AMALISI DELLA REGRESSICHE

42.

Oggetto della statisticas

Data

M. delie osservazioni

Acute toxicity in F mouse T.P admin.
30-04-87

&4

INTERFOLAZIONE VALORI ATTESI:

¥ ces.
1 S000.0000
2  6000.0000
3 7000.0000
G GO0 .. 0000

Y ooss.

0.0000

40 . 0000
&HO L GO00
100, 0000

Y att.

2.0000
34, 0000
&66.0000
28 . 0000

Sommatoria guadrati delle differenze =

Diff,

-5 . 0000

& L O0DD.

~6 . Q000
2.0000

80, 1000

Diff.4

0. O0ud

15.00020
~ 310000

z . 000C

Nl
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‘i !RH’; B O A BT T ORI R P L
-—J__/ CENTRO RICERCHE DEL CONSORZIO
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LABORATORI DI FARMACOTOSSICOLOGIA
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43'

ANALISI DELLA REGRESSIONE

Oggetito della statistica
Data
N. delle osservazioni

Acute toxicity in F mouse I.P admin.
ZO-04-~-87 '
&4

RISULTATI DELLA STATISTICA:

Media r X= LS00, 000 V= =0, 00
Varianza t A= 1&&ELALG . LHET e 1733.33:
Deviazione Standard H X== 1290.994 = 41.6320
Errore Standard s A= EL4T ., 497 Y= 20.31°
Covarianzas= U3333.333 Coeff.correlazimea= .92
Slope= L0382 Intcp=- 188 . 000 Arigo lo= 1.685%
) Fetta ¢ ¥ = 032 X - 153000 NEY
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,j e b e v A ELt snn ‘”“/ lRFl [P AL O T S, DK TURDP GNP IISUNIIINN ._»..‘...m Co e e . B
- —/__/ CENTRO RICERCHE DEL CONSORZIO
5 BIOMEDlC A FOSCAMA - IRFI Dwettore Dott ROMOLO SCURI
- LABORATORI DI FARMACOTOSSICOLOGIA
L - Aut. Min. Sanita del 19/12/1986 44
-
- 4) RAT
h INTRAPERITONEAL TREATMENT
" TABLE N° 7
- ESAFOSFINA - Acute toxicity - in male rats
B Administration by intraperitoneal route
mi DRUG DOSE DEAD ANIMALS/ LD o CONFIDENCE
. mg/kg TREATED ANIMALS mg/Eg LIMITS
f (P = 0.05)
L ESAFOSFINA 2500 0/10
s 3000 1/10 3731.275
- 3500 2/10 4107.379
- , 4000 4/10 4521.393
B 5000 8/i0
P 5500 10/10
-
TABLE N° 8
- ESAFOSFINA - Acute toxicity - in female rats
B Administration by intraperitoneal route
DRUG DOSE DEAD ANIMALS/ LD CONFIDENCE
7 mg/kg TREATED ANIMALS mg/ Eg LIMITS
- ™ (P = 0.05)
: ESAFOSFINA | 2500 0/10
- : 3000 1/10 3710.496
-~ 3500 3/10 4113.703
. 4000 4/10 4560.726
- 5000 7/10
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S LSRR N ik
- el CENTRO RICERCHE DEL CONSORZIO
SIOMEDICA FOSCAMA - IRFI Direttore Dott ROMOLG SCURI
e LABORATOR! Di FARMACOTOSSICOLOGIA
- Aut. Min. Samita del 19/12/1986
46.
- : A) CLINICAL SYMPTOMATOLOGY
) a.1) MALE RATS
- 2500 mg/kg Sedation in all animals with return to the norma-
lity within 3hours from the beginning of the treat
- ment.
3000 " " Deep sedation in all animals with return to the
normality within 24-48 hours from the beginning of
. the treatment.
' 3500 " Like above with return to the normality within 24
) hours from tie beginning of the treatment.
o : 4000 " n Like above with return to the normality within 24
° -48 hours from the beginning of the treatment.
. 5000 " " Like above (the survived animals).
o
a.2) FEMALE RATS
; The toxic symptomatology and the time of return to the normality
- are overlapping to those observed in male animals at the same doses.
- B) MORTALITY
| b.1) MALE  RATS
- 2500 mg/kg No mortality
: 3000 ® #  1/10 dead animals after 24 hours from the begin ~
. ning of the treatment.
o 3500 w1 2/10 dead animals after 24 hours from the begin -
N ning of the treatment.
P 4000 ® w  1/10 dead animals after 5 hours from the beginning
- of the treatment; 3/10 dead animals within 24 hours
? 5000 n % 3/10 dead animals within 1 hour from the beginning
; of the treatment; 3/10 dead animals within 3 hours;
- 2/10 within 5 hours.
k 5500 " v 10/10 dead animals within 1 hour from the beginning
- of the treatment.
,_ b.2) FEMALE RATS
)
- 2500 mg/kg No mortality
R 3000 " " 1/10 dead animals within 5 hours from the begin -
$m~i ning of the treatment.

[aY-aVal " 11}

2/10 Aead animals within 3 hours from the begin -
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47 .

3/10 dead animals within the first hour from the be-
ginning of the treatment; 3/10 within 3 hours; 1/10
within 5 hours.

10/10 dead animals within the first hour from the be
ginning of the treatment.

MACRO AND MICROSCOPIC ANATOMIC/HISTOLOGIC EXAMS

No 1lesions or pathologic modifications in the organs were noted,
due to the pharmacological treatment.

T -
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48.

P Dol DL 30

Cggette della statistica: Acute togicity in M cat T adasn,

Da :a

M. delle csservarionl &

2 Bo-i4- 87

VaLORI SFERIMENTELYL s
i 2300 . 000N 10,000 « 00D
2, OGO, 000 10 .000 1,000
S JSO0 ., 000 10,000 2. 000
i . OO0, D00 1G.000 G4, Q00
S S000., 000 10.C0O0 8. 000
. S500.000 10,000 1G.QCO

IRFI Fersnvin:

il
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Pl

f'ggetic della statiztica:

DETERMIMAZT OME

Dara r B0-04-g7

. dells osservazioni H &

P RCERNTUIALL

Dome Trattati =sita Faro.
L EED0 O 1 £ L o LA
2 3000, 0000 10 1 10,00 %
3 A5G, 0000 10 ] 20,00 %
4 4000, G0N0 10 & L0, 00 Y
5 K000 . 0000 1 a8 20,00 %
& SS00, 0000 10 10 100,00 %
IRFI Ferentiro

8] T Iy <

DLSC

T.P

49.
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Acute towicity In M oras

2chir2y,
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50.

LT

Ogaette della statistica:s
Deta : 30-04--G7
M, delle osservazioni 3

Lrute toxicity 1n

H

rat WP oagmil:

RICSULTATI DiELLA STATIZSTICA:

adl S0 =
Ervore Standard =
LLimitl al <S4 - spf. 2

- S

43107 .37
LR

3731.873

4521 . 393

IRFI Farent
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51.

ARNALISI DELLA REGRESSIONE

Uggetto della statistica: fAcute texizity in M rat 1.F admin.
Data : 30--04-37
M. delle csservaziond s 4
VALORTI SFERIMEMTALIL:
1. 250060000 L OG0
2. 3000, 000 1G. 0G0
3. 3800, 000 20.000
& 4000 . 000 40, 000
T S000 ., 000 80 .000
& S800.000 100,000

M.
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52.

AMALISI DELLA REGRESEIONE

Oggetto dellia statistica: fcute to\1;1by in M orat [.F admin.
Data : 30-04-87
N. delle osservazioni : b

INTERPOLAZIGONE VALDRI ATTESI:

¥ ooss. Y oss. Yo oatt, Diff. Diff.%
1 2300 ., 0000 G L0000 ~8.1060 8.10&60 Q. Q0
2 3000.0000 100000 8.8%40 1.10860 11,0600
2 3E0G.0000 23,0000 25,8940 ~5 L E40 ~ER L TG
4 40700 ,0000 G, 0000 42 . EB240 - . 3P40 ~7 . BES0
% G000, 0000 G0, G000 74H.8%40 31080 3.8805
& ST0C G000 100, Q000 ©3.08240 & 104D S0 R4 LA

Somnatoria guadrati delle differacze = 186 .97354

MI!“ -
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83.

Acute toxicity in M orat T.F admnin.

Jagetto della ztatistica:

Data FRCTARE S THIE

e dalle csservazion? ' &

RISULTATI DELLA STATISTICA:

Mediszs : X= 21606067 i == G b57

Varianza H = 1341650.6867 Y 1&1&£.,.8L&7

Deviaziome Standard : K= 1133.303 Y= GO .T00

Ereore Standard ' K= G472 E75 Y 1&.4L8

oovarianzas Gu1dh. L7 Cuefi correlaziongs !

i e PR 1o Inteps- BR.106 Arguol o= KRR |
rehts o Vo= L34 X - L3104

L

A -
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DETERMINSGZIOME DELLA DL3ED

Oggetto della statistica:

Data

N

deliec osservazioni

“Acuite

towicity in F ocay

s 00437

&)

sedin .

I.F

1.

“ued

e w

3.
a.,

i

&

VALORI SPERIMENTALL:

RSO0 . 000
SO0, OO
3E00.,000
GOOO , QO

000, 000
EEO0 OO0

p ARSI
1Q,000
10000
1C, QOO
1, Q00
10,000

. OO0
1,000
3. 00
& o QO
A ST

1C.000

IRFI Ferentinc

/)/} .u[
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DETERMINAZ IOME
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P
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55.

DELLA DLSO

Oggette della statistica:s

Aoute toxicgity on F oray IT.P admin.,

irata s 00487

M. delle osservazion: : &

SERCEMTURLT :

Dose Tirattati Fsits Fore.

1 2500, Q000 1¢ ] .00 Y
2 3OO0, 0000 1¢ 1 1,00 %
= 3500, 0000 143 z 30,00 4
4 4000.,0000 1¢ 4 43,003 %
9 8000.0000 190 " TG00 %
H 0 B500.0000 10 10 100,00 Y

IRFI Fearentino
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56.

DETERMIMAZIONE DELLSA DLIEO

Oggetto della statistica: Acute towiciby in F orav TP admin.

Data r 3O~y -87
M. delle csservazioni H &

RISULTATI DEL.LS ETATISTICA

o I B S = 1 LT3
Erro-e Standard = G4
L.amiti al 95% - avt. @ H7L0L498

- sup. & T TO I 47

e

IRFI Ferentino

i
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) 57.
SEGRE S5 I OME

Oggetto dellxs statistica: Houte tosicity 1a F oerat T.F admin,

Al

Data s JC-04-87
N, delle oszervaziont : {3
VAaLORT SMERIMENTSLT 2

L. 2E0C . OO0 .00

2. 2000, OO0 10200

3. 3900 .. 000 J0.00G0

4, LGOGO, OO0 40, 000

= . SO0, DO 70 L0000

éru SO0, GO0 100,000
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58.

Oggetto della statisticar ficute
SO—iia--3'7

Data
N. delle osservazioni

&

towicity 1n F orat

I.F

adnin.

INTERFOLAZIONE VALORT ATTESI:

X ves. Y oss.
1 2800.0000 QL G000
2 3000, 0000 10,0000
3 3500..0000 30,0000
G 4300, 0000 40,0000
S S0u0. 0000 70 . 0000
& S500.0000 1G0, GO0

Sommatoria

Y oatt.

—~& . 3480
11.6320C
27.4520
3.6320
'75; - éa..l'i-‘o
71.46520

quadrati delle differgnze =

Dif¥.

4 . 5480
~1.652
G BL00
~3. 6520
-5 . 6580
83.3480

142.118&

oy .p)

Diff.%

0. 0000
~-1&6 . 8200
78267
~2.1300
~ . OT7L3
8.3480

nl
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59.

DELLA REGRESSTOMNE

Uggetts della statistoiox: Aoute toxicity in 7 orabt 2.0 adosn,

Data 2 AN -04-87

M. delle coszervaziorl H &

FRISULTATI DELLQ STATISTICA:

Med a H K= 3G 16 807 Y= 41 . 6570

Varianza H Y= 1341666.667 Y ==z 141& .08V

Deviaziove Standard s X= 11565.303 Y= 2635

Errore Standard H Xas= G472.875 Y= = .34

Covarianzas 43164667 Coeff.correlaziong= SR

Slope:= 00 2 Intcps=- G4, 348 Angoloes bogg3
Retta : ¥ = L0338 K - B4 .348
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5) MOUSE

ORAL TREATMENT

TABLE N° 9

ESAFOSFINA - Acute toxicity -~ in male mice
Administration by oral route

DRUG DOSE DEAD ANIMALS/ LDSO CONFIDENCE
mg/kg TREATED ANIMALS mg/kg LIMITS
(P = 0.05)
ESAFOSFINA 2500 0/10
5000 0/10
7500 0/10
10000 0/10 210000
TABLE N° 10

ESAFOSFINA - Acute toxicity - in female mice
Administration by oral route

DRUG DOSE DEAD ANIMALS/ LDSO CONFIDENCE
mg/kg TREATED ANIMALS mg/kg LIMITS
(P = 0.05)
ESAFOSFINA 2500 0/10
5000 0/10
7500 0/10
10000 0/10 210000

[/
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61.

6) RAT

ORAL TREATMENT

TABLE N° 11

ESAFOSFINA - Acute toxicity - in male rats
Administration by oral route

DRUG DOSE DEAD ANIMALS/ LDSO CONFIDENCE
mg/kg TREATED ANIMALS mg/kg LIMITS
(P = 0.05)
ESAFOSFINA 2500 0/10
5000 0/10
7500 0/10
10000 0/10 ¥ 10000
TABLE N° 12

ESAFOSFINA - Acute toxicity - in female rats
Administration by oral route

DRUG DOSE DEAD ANIMALS/ D, CONFIDENCE
mg/kg TREATED ANIMALS mg/kg LIMITS
(P = 0.05)
ESAFOSFINA 2500 0/10
5000 0/10
7500 0/10
10000 0/10 y 10000

Uhvis
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62.
- A) CLINICAL SYMPTOMATOLOGY
- a.l) MALE AND FEMALE MICE
i 2500 - 10000 mg/kg : No toxic symptomatology
B) MORTALITY
d
b.1) MALE AND FEMALE MICE
y 2500 - 10000 mg/kg : No mortality
MM
- C) MACRO AND MICROSCOPIC ANATOMIC/HISTOLOGIC EXAMS
Mm
- No lesions or pathologic modifications in the organs were noted due to
e the pharmacological treatment.
R
o
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o -~ A) CLINICAL SYMPTOMATOLOGY

, D
=7 700 ‘Yal) MALE AND FEMALE RATS

- 2500 - 10000 mg/kz

m ]

o '. B)

J : ".« l X . . ' 3 ‘
wm .+ b.l) MALE AND FEMALE RATS 3

’

r‘}“;v' . ' . S ' 1.“ A & %
Lo 2500 - 10000 mg/kg : No mortality

SO ) 'MACRO AND MICROSCOPIC ANATOMIC/HISTOLOGIC EXAMS
oy . L ' o .

. s . v,
. 4 - LW
N

~ : ' No lesions or pathologic modifications in the organs weté.noted due to
- : the pharmacological treatment.
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' RS TABLE N° 13
Y OF ESAFOSFINA IN MOUSE AND RAT
SION ANALYSES
ANIMAL | SEX | .ADMINISTRATION | STRAIGTHLINE-- | SLOPE- | CORRELATION | INTERCEPT -

SPECIES _ROUTE - EQUATION . COEFFICIENT -

INA | MOUSE M/F 1.v. Y¥=214.28640,3 | 0,300 0,979 214.286
RAT N 1. Y=16040,179x | 0,179 0,984 160
RAT F i.v. Y=16540,181x | 0,181 0,984 165
 MOUSE M| g dePe. | Y=16740,083x | 0,033 0,997 | 167
MOUSE ~ Pl Tps T T | Y=18840,032¢x " | 0,032 0,992 158
RAT M 1.p. Y=93,106+0,034x | 0,034 0,991 93.106
RAT F i.p. Y=84,34840,032x | 0,032 0,990 84.348
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