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Combinacion: ‘\‘»/1

Pen G Procainica (200 mil Ul/ml) + >SUIZA
Sulfato de dihidroestreptomicina 100 ’r«\\'ﬂhamaceuticals
mg/mL).

La penicilina es activa contra las
bacterias

Gram + y algunas Gram
comoPasteurella multocida

La estreptomicina en combinacion con
la

penicilina aumenta el espectro de
accion,

incluyendo a las bacterias Gram
comoE. coli, P. haemolytica.

Las dosis, lainergiay lospatrones de
distribucion de ambos

antibioticos hacen que sea una
combinacion

muy especial, de gran utilidad en el
tratamiento de NEUMONIAS vy otras
INFECCIONES.
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No inventamos [la Penicilina re—
la hicimos mas Eficiente Frostimes”

Procainica Antiinflamatorioc

Penicilina G & + No Estercida)
:::::::- o Antipirético 6 millones
Pencivet> Bemtnes
Penicilina G 1 Antiinflamatorio
Benzatinica * & millones
Competencia \
*Amplio espectro S conTaon 5 Componentes Asociados Una Perfecta Sinergia
componentes en Puede ser aplicado en hembras prefadas
- 1 macg / mi.
_RecupﬁeraCIén 2 Accliéon Rapida 3 Larga Accién Basta una Aplicacién
inmediata 190 A Penicilina G Procainica Penicilina G Benzatiica
Accién por 72 horas ?

*Menor costo

’BaJa la ﬁebre 1 Accién uitra Rapida

“Renicilina G Potasica

*Reduce el dolor

*No causa abortos P

LLarga accién
32 a8 i 72 Horas

*Dosis Unica
4 accien Sinérgica con Penicilina G
Sulfato de Estreptomicina

- Antiinflamatorio Diclofenaco Sédico
r ia i
Productos Presentacion Concentracion Kg tratados Mayo Efcac y segu"dad
s sy 1 200 000 UI 120 Kg Indicaciones: Para el tratar.mentfa dg
- Neumonias, Abscesos, Actinomicosis,
oAt tertn Siml 200 P00 Ul 240 Kg Antrax, Artritis, Clostridiasis,
Colibacilosis, Erisipelosis,
Pencivet Super Fuerte ® 15 mi 6 000 000 Ul 600 Kg Gurma o Paperas, Leptospirosis,
Listeriosis, Mastitis por gérmenes
sensibles, Otitis, Pielonefritis, Cistitis,

Pododermatitis
Sindrome M.M_A.

10,000 Ul/kg de peso en |0S tres |

caSo0sS




Niveles plasmaticos
SUIZACILINA 1ml/20

N

2SUIZA

10 ’/«\\'lhmaceuticals

Estreptomicina
0.1

NO HAY UN,SQLO-REFORTE ENLA,LITERATURA
QUE DOCUMENTE CONCENTRACIONES > 2.4 pg/ML EN VACAS

CMI

Staph spp 0.06

Strep spp 0.03
Bovinos, Equinos, Ovinos y g py?ge'?jes 822
Caprinos 1 ml/20 Kg de peso, mu .tOCI a ]

E. coli 8.16

or via intramuscular.
P Salmonellaspp 16.0
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Figure 1. Plasma concentrations of penicillin G (ug/mb in three groups of steers (mean = s.e.m: n = 3 for each group) injected with
procaine penicillin G at a dose of 66 000 U/kg: five daily doses, with the last dose in the gluteal muscle (= +): a single dose intramuscularly
in the neck muscle (4-—20); a single dose subcutaneously (0 o). The graph inset shows the same data enlarged for the first 24 h.
(Reprinted with permission from: Papich MG, Korsrud GO, Boison JO, Yates WDG, Macneil JD, Janzen ED, Cohen RDH., Landry

DA. A study of the disposition of procaine penicillin G in feedlot steers following intramuscular and subcutaneous injection. Journal of
Veotoarinarv Pharmarnlaov and Thaoaranasiitticre 1€ 217 97 100712 )
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EFECTO DE
LARGA ACCION

E.8. (EFECTO BACTERICIOA)

ACCION ANTIBACTERIANA



PK/PD values adopted

* Aminoglicosides Peak/MIC > 8
*Quinolones peak/MIC > 10
*Betalactams peak/MIC = 4

and T>MIC > 70%

same value for monotherapy or combination



o \VK+PenG

cada 4 -6 horas

\\‘A/IMK-bPenG
: cada 8 =12 g
+~-M (procaine penicillin G)

12 18 24 %25 Lg/mL
Time (hours) bliedking point

for resistance
Staph. aureus



DECISION DE LA COMISION
ENEA

relativa a la suspension de las autorizaciones de comercializacién de los medicamentos
veterinarios que contienen la sustancia:
"Bencilpenicilina benzatina"
destinados a la administracion, intramuscnlar y/o subcutinea, a especies productoras de
alimentos

5. Conclusiones generales

Tras considerar los datos sobre la depleci6n de residuos y los estudios publicados sobre la deplecién
de residuos de bencilpenicilina cuando se administra mediante inyeccién en forma de benzatina, el
CVMP concluyé que:

* o se podia establecer un periodo de espera basiandose en los datos disponibles;

* los perfodos de espera actualmente autorizados son inadecuados para garantizar que los residuos
en el lugar de la inyeccidn no sobrepasen los LMR;

los periodos de espera actualmente autorizados son insuficientes para garantizar que los alimentos

procedentes de animales tratados no contengan residuos que puedan suponer un riesgo para la
salud del consumidor;

* las autorizaciones de comercializacién para todos los medicamentos veterinarios inyectables que
contienen bencilpenicilina benzatina y que estdn indicados para especies destinadas al consumo
humano deben suspenderse;

* los RCP y demis informacidn del producto de todos los medicamentos veterinarios inyectables
que contienen bencilpenicilina benzatina y que estén indicados para animales de compaififa deben
contener una contraindicacién absoluta para su utilizacién en especies destinadas al consumo
humano.

¢ El CVMP deberia revisar los motivos de la suspensién al cabo de un afio, 0 tan pronto como se
remitan datos nuevos al Comité para su evaluacion.
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Recently, an understanding of the correlation between pharmacokinetics and
efficacy has lent further credibility to the arguments against the use of
penicillin.di hydrostreptornycin combination form

In addition, an hypothesis was also proposed that penicillin-
dihydrostreptomycin combination for formulations may frequently result in
violative drug residues in tissues derived from treated animals slaughtered
after the | icensed withholding timeééé

M-

Penicillin-dihydrostreptornycin combination formulations

The only diseases of cattle for which major textbooks recommend
penicillin-dihydrostreptomycin combination formulations are actinobacillosis
and dermatophilosis (causedbyDer mat ophi |l us congol ensi s)

Dihydrostreptomycin or streptomycin is documented as the drug of choice for
only two diseases of dairy cattle: leptospirosis and actinobacillosis (woody

///////

T. Whittem and D. Hanlon. Dihydrostreptornycin or streptomycin in combination with
penicillin G in dairy cattle therapeutics: A review and re-analysis of published data.
Part 1: Clinical pharmacology. New Zealand Veterinary Journal 45: 178-184 (1997)



http://www.vetjournal.org.nz/

m U.S. Food and Drug Administration

éeee. Food and Drug Administration (FDA) i
Council Drug Efficacy Study Implementation Group-National Academy of Sciences
report which indicated that the combination of penicillin with dihydrotreptomycin or
streptornycin did not provide greater efficacy than either drug administered

/////

al oneééeéé.

é é . Penicillin-dihydrostreptomycin and penicillin-streptomycin combination
formulations are no longer available for use by practitioners in the

and, despite some anecdotal comments to the contrary, there is no
evidence of a decrease in the standard of bovine patient care consequent to the
withdrawal of penicillin-dihydrostreptomycin combination formulationsé é é .

€. Argument s t hdahydrgsteeptoraycih ¢comhination formulations (and
other b-lactam-aminoglycoside cornbinations) provide synergistic efficacy in
treatment of bovine infections are not well supported by evidence from the literature.
Proof of clinically important antimicrobial synergy requires the conduct of blinded
clinical trials with positive controls. Reports of such trials for penicillin-

di hydrostreptomycin combination formul at:i

on
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Penicillin concentrations in serum, milk, and urine following
Intramuscular and subcutaneous administration of increasing
doses cf procaine penicillin in lactating dairy cows

Pascal Dubreuil, Josee Daigneault, Yvon Couture, Patrick Guay
Landry

The Canadian Journal of Veterinary Research
65: 173-180 (2001)
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pure 2. Penicillin concentrations £ SD measured in the milk of 4 lactating
ws injected IM (A) or 5C (B} for 5 consecutive days with PPG at doses

7000, 14 000, 21 000, and 28 000 U/ kE.



Table IV.

Route

First injection
IM

5C

Fifth injection
IM

st

Period of time (h)
1.6 and 3.3T0 e

_ Dose (IU/kg)

1000
14 GO0
21 000
28 000

1000
14 000
21 000
28 000

T000
14 000
21 000
28 000

7000
14 000
21 000
28 000

Duration above 0.4 [U/mL

mean® = 5D (range)®

12.6+1.0
2114
24
24
13+ 2
214
22
24

14519
22t4
23t2
43t2

16
4214

24
2id

Duration above 1.6 IU/mL

mean 1 5D (range)

(12-14)
(16—24)

(10-14)
(16-24)
|20-24]

{12-16)
(16-24)
(20-24)
(20-24)
(16-24,

® Values are the mean + standard deviation (SD) of 4 cows
" Range value that includes all animals
* No variation observed in the 4 time values

o
0.75+1.5
109+ 3.7
136+ 3.0

0
575+ 3.2

10+ 2
145+ 4.0

0

9t25
13+2
14.5+ 3.0
23126
10.3+ 2.8
14.5+1.8
155+ 1.0

(0-3)
[T.5-14)
(10=16)

(0=9]

{B=12)
(12=20)

(7=12)
(10-14)
(10-186)
(12-16)
(14-186)

during which serum penicillin concentrations were over the minimal inhibitory concentration of 0.4,
ing the first and fifth penicillin injections

Duration above 3.3 IU/mL
mean £ 50 (range
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Figure 3. Penicillin concentrations £ SD measured in the milk of 8 lactating cows following 5 d of IM injections of 21 000 IU/kg of PPG.




Las penicilinas siguen siendo investigadas y usadas mal en el mundo:
JAVMA 229: 1401 (2006)

ANo se deben usar con otros productos -
farmacos

ASi se aumenta la dosis a + de 25,000 Ul x 5 dias
C retiro de rastro pasa a 21 dias.

ANo se deben inyectar + de 10 i 15 mL por sitio
de inyeccion

ADosis de 28,000 Ul/kg en vacas productoras de
leche C 5 dias o 10 ordefios

APenicilina G procaina es mejor la presentacion
en polvo para diluir

ADebe manejarse con linea fria i protegido de la
luz

AMuchos preparados RTU se degradan
rapidamente

AEn el mundo esta prohibido el uso de Pen G
benzatinica

ANo tiene racionalidad el uso de combinaciones
de penicilina G con aminoglicosidos.




Concentracion (ug/ml)
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DESCRIPCION
XXX es una combinacién antibiética y antiinflamatoria no esteroidal
de administracion parenteral de larga accion.

COMPOSICION
Cada 3 ml del producto reconstituido contienen:

Penicilina g benzatinica 600 000 U.I.

Penicilina g procainica 300 000 U.lI.

Penicilina g potasica 300 000 U.I.

Sulfato de estreptomicina 500 mg
Diluente:

Diclofenaco de sodio 40 mg

Vehiculo c.b.p. 3 mi
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Short communication

Comparative toxicity studies of NSAIDs in birds:

P .« s e .
A criticism of Reddy et al.
MNa @ )
Richard Cuthbert?, Deborah J. Pain®, Rhys E. Green®?*,
Gerry Swan €, Devendra Swarup®
* Reval Sociely for the Protection af Birds, The Lodpe, Sandy, Bedfordshive, Uniled Kingdom
b Conservation Science Cerontpr, Depaartment af Zoofopy, University of Cambridpe, Cambridge, United Kingdom
= Department of Paraclinical Sciences and Biomedical Research Centre, Facully af Veterinary Science, University of Pretoria, South Africa
4 Inctian Veterinary Research Institate, Ultar Pradesh, Tndia

RBeceived & Seplember 2006; accepled 5 Oclober 2006




The importance of mortality caused by veterinary use of

the drug diclofenac (a non -steroidal anti -inflammatory drug,
NSAID) in_the population _collapse of three species of Gyps
vulture across South Asia is supported by several lines of
evidence (Green et al., 2004; Oaks et al., 2004; Shultz et al.,
2004) and represents the best-established instance of a
pharmaceutical compound having secondary environmental

Impacts .

Diclofenac is toxic to Gyps vulture species at levels they

encounter in the wild (Oaks et al., 2004; Swan et al., 2006a), and
recent safety testing has demonstrated the low toxicity of the
NSAID meloxicam to Gyps vultures, suggesting its suitability as
a replacement for diclofenac in veterinary medicine (Swan et
al., 2006Db).

Reddy et al. (2006) compare the toxicity to domestic fowl
(Gallus domesticus ) of diclofenac with that of the NSAID
nimesulide and claim that OT Ei A O @licémbldtely safe for
birds at the dose levels OA OOA Ao
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Toxicity of diclofenac to

Gyps vultures

Gerry E. Swan’, Richard Cuthbert®,
Miguel Quevedo®, Rhys E. Green—",

Deborah J. Pain®*, Paul Bartels®, 4
Andrew A. Cunningham®, Neil Duncaii
Andrew A. Meharg’, J. Lindsay Oaks®, °
Jemima Parry-Jones®, Susanne Shultz*7,
Mark A. Taggart’, Gerhard Verdoorn'®
and Kerri Wolter''




Mortality caused by diclofenac, a non -steroidal antiinflammatory
drug (NSAID), is the main cause of the observed population
declines (Green et al. 2004; Oaks et al. 2004; Shultz et al. 2004).
Diclofenac is awidely available veterinary drug in South Asia, where
it is used to treat domestic livestock . Vultures are exposed to the
drug, when they consume carcasses of animals that were treated
with diclofenac shortly before death. Vultures die from Kkidney
failure within days of exposure to diclofenac -contaminated tissues,
with post-mortem findings of extensive visceral gout (Oaks et al.
2004). Identical findings have been recorded in carcassesof wild G.
bengalensis and G. indicus across the Indian sub-continent (Oaks et
al. 2004; Shultz et al. 2004).

To date, diclofenac has been identified asarisk for three species of
vultures in the Indian sub-continent, but diclofenac, as well as
other NSAIDs, may pose a danger to five other Gyps vultures found
In Asia, Europe and Africa. Consequently, we conducted toxicity
testing on Gyps africanus and Gyps fulvus, two species of least
concern (IUCN 2004).
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PRESENTACION:
50 MILLONES.

FORMULA POR ML.

COMBINACION DE ANTIBIOTICOS DE AMPLIO ESPECTRO LISTA PARA USARSE.

ADICIONADO CON UN ANTIHISTAMINICO Y UN ANTIINFLAMATORIO ANALGESICO.

LA ACTIVIDAD ANTIBIOTICA AL SITIO DE INFECCION SE VE FAVORECIDA POR
SINERGIA Y REFUERZA LA ACCION CONTRA LOS GERMENES CAUSANTES DE
LA ENFERMEDAD.

4 MILLONES, 20 MILLONES,



: Y T1%,
UTIL EN PROCESOS INFECCIOSOS CAUSADOS POR GERMENES Gram.+ Y
GRAM. -

PORCINOS: ERISIPELA, DISENTERIA Y CUADROS DIARREICOS

BOVINOS: MASTITIS, NEUMONIAS, LEPTOSPIROCIS , METRITIS, RETENCION
PLACENTARIA, GABARRO, CLOSTRIDIASIS.

USO EN TODAS LAS ESPECIES
DOSIS: 10,000 A 20,000 U.l./Kg. . DE PESO.
1 ML/20 KG. DE PESO.
VIA DE ADMINISTRACION: INTRAMUSCULAR PROFUNDA.



Concentracion (ug/ml)

10 =

1 1
DIFOXICAMD [ waeos
Tmax:1.22
CPmax: 2.26
AUC: 7.48
AUMC:18.23
RT: 2.44

—o—IVv AUCT: 9.68
—A— M

PIROXICAM EN BOVINOS
HAY DOS MARCAS SOLO
UNA HA HECHO PK PERO

2 = %\ l\ FALTAN RESIUDOS EN LECHE EN LAS DOS
—~ S
0 - ® a4
| | ol | | = | | = | | ||
0 5 10 15 20

Tiempo (horas)

25



Montoro et al., Non -pigmenting cutaneous -
mucosal fixed drug eruption due to

piroxicam . Allergol Immunopathol (Madr)]
2003 JanFeb; Vol. 31 (1), pp. 5.

1

Trujillo et al., Piroxicam -induced
photodermatitis. Cross -reactivity among
oxicams. A case report. Allergol
Immunopathol (Madr)] 2001 Jul -Aug; Vol.
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Gonzalo MA; Revenga F Multiple cutaneous
sensitization to nonsteroidal anti  -inflammatory
drugs Multiple sensitization and/or cross  -reactions.
Dermatology] 1996; Vol. 193 (1), pp. 59-60.

Interestingly, our patient presented ACD with
diclofenac, etofenamate, bencydamine,

indomethacin piroxicam and fepradinol.







