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Resolucion de las consultas recibidas

Especialmente aquellas con una
orientacién asistencial que pueden
repercutir en la instauracion,
modificacion o suspensién de un
tratamiento farmacolégico,
identificacion de las indicaciones de
uso, dosificacion, efectos adversos,
interacciones, estabilidad,
precauciones, contraindicaciones,
etc, mejorando por tanto, el
cuidado del paciente.

Proceso de la resolucion de consultas

»|dentificacion del consultante
»|dentificacion del problema
»Recepcidén de la consulta
»Urgencia del problema
~|Estrategia de busqueda

~|Elaboracidn de la respuesta

»Seguimiento
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Recomendaciones para el
diseno de una estrategia de
busqueda.

Recomendaciones para el disefio de
una estrategia de biisqueda

A. Formule la pregunta a responder.

B. Estructure los componentes clave de la pregunta
y defina los términos principales de la busqueda.

C. Defina dénde buscar la mejor evidencia para
responder a la pregunta.

D. Utilice los operadores booleanos pertinentes
(AND — OR - NOT) y defina la opciones de campo
dénde buscar (todo el texto, titulo, resumen).
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A. Formule la pregunta a responder

Pregunta clinica:

Si en la terapia intraperitoneal de cancer de ovario avanzado, paclitaxel y
cisplatino se reconstituyen en solucién salina normal a 37°C para ser
administrados a través de un catéter peritoneal implantable; éla solucion
salina a 0.9% a 37°C puede afectar la estabilidad y en consecuencia la

eficacia de estos medicamentos?

-
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B. Estructure los componentes
clave de la pregunta y defina los
términos principales de la
busqueda.

Estructurar los componentes claves
de la pregunta clinica

* PICO es un acrénimo utilizado para identificar cuatro
componentes principales de una pregunta clinica
bien formulada.

P —— Pacientes o problema (Patient)
| —— Intervencion (Intervention)

C —— Comparacion (Comparasion)
O —— Resultados (Outcomes)

Componentes claves para precisar la informacion a buscar.




Pregunta clinica:

Si en la terapia intraperitoneal de cancer de ovario avanzado, paclitaxel y
cisplatino se reconstituyen en solucién salina normal a 37°C para ser
administrados a través de un catéter peritoneal implantable; éla solucion
salina a 0.9% a 37°C puede afectar la estabilidad y en consecuencia la
eficacia de estos medicamentos?

P —— cancer ovario

| —— paclitaxel, cisplatino, solucion salina, quimioterapia
intraperitoneal hipertérmica

O —. estabilidad, degradacién, eficacia

C. Defina ddonde buscar la mejor
evidencia para responder a la
pregunta.
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C. Utilice los operadores booleanos
pertinentes (AND — OR - NOT).

Operadores booleanos

Utilice los operadores booleanos para combinar diferentes
términos.

Para combinar )
diferentes )
conceptos

Para combinar
diferentes
términos para .

un mismo

concepto
(SINONIMOS)

Excluye
conceptos
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Conterido | o | Bugear | Fovoros | Cisplatin - AHFS 10:00 i
[~Bcoer & . . ; : L
i E”":’ " Products — Cisplatin is available as a sterile aqueous injection containing cisplatin 1 mg/mL and sodium chloride 9 mg/mL, with hydrochloric acid |=
A”" ratter and/or sodium hydroxide to adjust the pH. This aqueous solution is available in 50-mL (50-mg), 100-mL (100-mg), and 200-mL (200-mg) vials.
& (1-6/04) (4) (29) i
fc

Caffene cirate
Caiciiol

[£] cacium chioride
Calcum gluconste
Carboplatin

Carmustine
Caspofungi acetate
Cefazolin sodium
Cefepime hydrochioride
- [£] Cefotaxine sodium

] Cefotetan disodum
Cefoxitn sodum
Ceftazidime

Ceftizoxime sodium
Ceftriaxone sodum
Cefuraxime sodium
Chioramphenicol sodium succinate
Chiorothiazide sodium

- [£] Chiorpheniramine maleate
<] Chiorpromazing hydrochloride
Cidofovir

Cimetidine hydrochloride
Ciprofioxacin

[£] cisatracurium besylate
5] cop]

[£] Cladrisine

] Carihromycin

[£] Cindamycin phosphate
Clonazepam

Clonidine hydrochloride

=] Cloxacilin sodium
Codeine phosphate
Colistimethate sodium
Corticotropin
Cyanocobalamin
Cyclzine lactate
Cyclophosphamide

0 0 o a8 '

pH— From 3.9 to 5.0. (1-6/04)

Osmolality — The aqueous injection has an osmolality of about 285 mOsm/kg. (4)
Sodium Content — Each 10 mg of cisplatin contains 1.54 mEq of sodium. (846) (869)
Trade Name(s) — Platinal-AQ

Administration — Cisplatin is administered by intravenous infusion with a regimen of hydration (with or without mannitol and/or furosemide)
prior to therapy. One regimen consists of 1 to 2 L of fluid given over eight to 12 hours prior to cisplatin administration. In addition, adequate
hydration and urinary output must be maintained for 24 hours after therapy. The official labeling recommends diluting the cisplatin dose in 2 L of
compatible infusion solution containing mannitol 37.5 g and infusing over six to eight hours. (1-6/04) (4) Other dilutions and rates of
administration have been used, including intravenous infusions over periods from 15 to 120 minutes and continuous infusion over one to five
days. Intra-arterial infusion and intraperitoneal instillation have been used. (4)

Stability — Intact vials of the clear, colorless agueous injection should be stored between 15 and 25 *C and protected from light; they should
not be refrigerated. (1-6/04) (4)

After initial vial entry, the aqueous cisplatin injection in amber vials is stable for 28 days if it is protected from light or for seven days if it is
exposed to fluorescent room light. (1-6/04)

Concern has been expressed that storage of cisplatin solutions for several weeks might result in substantial amounts of the toxic mono- and di-
aquo species. (1199) However, the sclution's chloride content, rather than extended storage time periods, appears to determine the extent of
aquated product formation. (See Effect of Chloride Ton below.)

Kristjansson et al. evaluated the long-term stability of cisplatin 1 mg/mL in an aqueous solution containing sodium chloride @ mg/mL and mannitol
10 mg/mL in glass vials. After 22 months at 5 °C, the 4% loss of cisplatin could be explained as the expected equilibrium between cisplatin and
its aquated products. Furthermore, a precipitate formed and required sonication at 40 °C for about 20 to 30 minutes to redissolve. Storage of
the cisplatin solution at 40 °C for 10 months resulted in no physical change. After an additional one year at 5 *C, these samples exhibited an
average 15% loss, which the authors concluded was not the result of the formation of aquated species or the toxic and inactive oligomeric
species. These proposed degradation products were not present in the 40 °C sample. (1246)

Cisplatin was cultured with human lymphoblasts to determine whether its cytotoxic activity was retained. The solution retained cytotoxicity for
24 hours when stored at either 4 °C or room temperature. (1575)

Theuer et al. reported little or no loss of cisplatin potency by HPLC, after 27 days at room temperature with protection from light, from a
solution of cisplatin 500 pg/mL in sodium chloride 0.9% at pH 4.75 and 3.25. (1605)

Kristjansson et al. evaluated the long-term stability of cisplatin
1 mg/mL in an aqueous solution containing sodium chloride
9 mg/mL and mannitol 10 mg/mL in glass vials. After 22
months at 5 °C, the 4% loss of cisplatin could be explained as
the expected equilibrium between cisplatin and its aquated
products.
sonication at 40 °C for about 20 to 30 minutes to redissolve.
Storage of the cisplatin solution at 40 °C for 10 months

Furthermore, a precipitate formed and required

resulted in no physical change. After an additional one year at

5 °C, these samples exhibited an average 15% loss, which the
authors concluded was not the result of the formation of
aquated species or the toxic and inactive oligomeric species.
These proposed degradation products were not present in the

40 °C sample. (1246)

1246. Kristjansson F, Sternson LA. An investigation on possible oligomer formation in pharmaceutical

formulations of cisplatin. Int J Pharm. 1988; 41:67-74.
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An investigation on possible oligomer formation
in pharmaceutical formulations of cisplatin

Fjalar Kristjansson, Larry A. Sternson and Siegfried Lindenbaum
Department of Pharmaceutical Chemistry, The University of Kansas, Malott Hall, Lawrence, KS 66045 (LL.S.A.}
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Key words: Cisplatin; cis-Dichlorodiammineplatinum(II); Di-u-hydroxo-bis(cis-diammineplatinum(II));
Tri-p-hydroxo-tris( cis-diammineplatinum(II)); ( cis-Diamminediaquoplatinum(II);
cis-diamminemonochloromonoaquoplatinum(II); Stability; Kinetics

Summary

Concern has been raised that the anti-neoplastic agent, cisplatin, when formulated in isotonic sodium chloride solution may
degrade to di-p-hydroxo-bis( cis-diarnmineplatinum(II)} (4) and tri-p-hydroxo-tris(cis-diammineplatinum(11)) (5) which have been
shown 1o be therapeutically inactive and highly toxic. The formation of 4 and 5 in pharmaceutical preparations of 1 is therefore of
concern and was the subject of this study. Using HPLC procedures developed for the monitoring of cis-diamminemonochloro-
monoaquoplatinum(11)) (2), ¢is-diamminediaquoplatinum(II) (3) and oligomeric species 4 and 5, the long-term (1 year) stability of
cisplatin (1 g/1) was investigated in 0.9% sodium chloride solution. Oligomeric products 4 and 5 were not found at the detection
limits of 1 mg/l. The degradation of 2, 3, 4, and 5 in aqueous sodium chloride solutions were also studied; all of these species
degraded to cisplatin. Results stongly suggest that 4 and § are not formed in formulations in which cisplatin is dissolved in isotonic
sodium chloride solution.
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Calciriol
Calcium chioride

. % Carmusting

a Caspofungin acatate
a Cefazolin sodium

. a Cefepime hydrochloride
- |E] Cefolaxime sodium
Cefoletan disodium

- % Ceftazidime
a Ceftizoxime sodium
a Ceftriaxone sodium

the cisplatin solution at 40 °C for 10 months resulted in no physical change. After an additional one year at 5 °C, these samples exhibited an
average 15% loss, which the authors concluded was not the result of the formation of aquated species or the toxic and inactive oligomeric
species. These proposed degradation products were not present in the 40 °C sample. (1246)

Cisplatin was cultured with human lymphoblasts to determine whether its cytotoxic activity was retained. The solution retained cytotoxicity for
24 hours when stored at either 4 °C or room temperature, (1575)

Theuer et al. reported little or no loss of cisplatin potency by HPLC, after 27 days at room temperature with protection from light, from a
solution of cisplatin 500 wg/mL in sodium chloride 0.9% at pH 4.75 and 3.25. (1605)

pH Effects — The pH of maximum stability is 3.5 to 5.5. Alkaline media should be avoided because of increased hydrolysis. (1379)

In the dark at pH 6.3, cisplatin (Bristol) 1 mg/mL in sodium chloride 0.9% reached the maximum amount of decomposition product permitted in
the USPin 34 days. Half of that amount was formed in 96 days at pH 4.3, (1647)

Cisplatin degradation results in ammonia formation, which increases the solution pH. Thus, the initial cisplatin degradation rate may be slow but

- % Chlorpromazine hydrochloride
a Cidofovir
% Cimetiding hydrochloride
. a Ciprofioxacin
=] Cigatracurium besylate
Cisplatin
- [E] Cladribine:
. % Clarithromycin
a Cindamycin phosphate
% Clonazepam
- E] Clonidine hydrochloride
Cloxacllin sodium
Codeine phosphate
- [E] Colistimethate sodium
. % Corticotropin
=3

m

Cefuroxime sodum increases with time. (1647)

[« odium succinate

Chiorothiazide sodium Temperature Effects — It is recommended that cisplatin not be refrigerated because of the formation of a crystalline precipitate. (1-6/04) (4)
Chlorpheniraming makeate (633) (636) (1246) In a study of cisplatin at concentrations of 0.4 to 1 mg/mL in sodium chloride 0.9%, it was found that at 0.6 mg/mL or

greater a precipitate formed on refrigeration at 2 to 6 °C. At 1 mg/mL the precipitation was noted in one hour. However, the 0.6-mg/mL solution
did not have 3 precipitate until after 48 hours under refrigeration. The 0.5-mg/mL and lower solutions did not precipitate for up to 72 hours at 2
to 6 °C. In solutions where precipitate did form, redissolution occurred very slowly with warming back to room temperature. (317) Sonication at
40 °C has been used to redissolve the precipitate in about 20 to 30 minutes. (1246) The warming of precipitated cisplatin solutions to effect
redissolution is not recommended, however. Solutions containing a precipitate should not be used. (4) (633)

Freezing Solutions — If the solution is frozen, it should be thawed at room temperature until the precipitate dissolves. The manufacturer states
that this thawing will not adversely affect the chemical or physical stability of the product. (4)

Cisplatin (Bristol) 50 and 200 mg/L in dextrose 5% in sodium chloride 0.45% in PVC bags and admixed with either mannitol 18.75 g/L or
magnesium sulfate 1 or 2 g/L is reportedly stable for 30 days when frozen at - 15 °C followed by an additional 48 hours at 25 *C. (1088)

Light Effects — Although changes in the UV spectra of cisplatin solutions on exposure to intense light have long been recognized (317), their
significance was questioned. It was reported that exposure to normal laboratory light for 72 hours had no significant effect on cisplatin's
stability by HPLC. (635)
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Temperature Effects .- It is recommended that cisplatin not be
refrigerated because of the formation of a crystalline precipitate.
(1-6/04) (4) (633) (636) (1246) In a study of cisplatin at
concentrations of 0.4 to 1 mg/mL in sodium chloride 0.9%, it was
found that at 0.6 mg/mL or greater a precipitate formed on
refrigeration at 2 to 6 °C. At 1 mg/mL the precipitation was noted
in one hour. However, the 0.6-mg/mL solution did not have a
precipitate until after 48 hours under refrigeration. The 0.5-
mg/mL and lower solutions did not precipitate for up to 72 hours
at 2 to 6 °C. In solutions where precipitate did form,
redissolution occurred very slowly with warming back to room
temperature. (317) Sonication at 40 °C has been used to
redissolve the precipitate in about 20 to 30 minutes. (1246) The
warming of precipitated cisplatin solutions to effect
redissolution is not recommended, however. Solutions
containing a precipitate should not be used. (4) (633).

Contenido | frgice | Busear | Favortos Compatibility Information .
- - Paclitaxel
p Solution Compatibility
G -
g . Paclitaxel
r Y Solution mir ifr Conc/L Remarks Ref C/I
K
b Dextrose 5% Mg, TRE  NCT 2% %% ©° Vigually compatible with no paciitaxel loss by HPLC over 12 hr at 22 °C 1520
&L 3 g 1520
S Dextrose 5% Mgk NCI 0.6 Visually compatible with no paclitaxel loss by HPLC over 25 hr at 22 °C 1520 C
b4 ] ly comp. p ¥
S0 Dextrose 5% MG, TRE ~ NCI 12g Visually compatible with no paciitaxel loss by HPLC over 12 hr at 22 °C 1520
ikl
oo Dextrose 5% gr 0:2t0 0.58 Fluffy, white precipitate forms occasionally in administration set just distal to pump .
PE\‘: HXE( hydrochlorid: ¢ chamber
alonasetron hydrochioride
., b Physically compatible with na change in subvisual haze or particle content and stable .
Pancuronium bromide Dextrose 5% mMG2 BR 0.1and1g o Yioi'ctor 3 days at 4, 22, and 32 “C. Small, needlelike crystals form after 3 days 1228 €
Pantoprazole sodium
Papaveretum Dextrose 5% MGt gr 032 12 oy compatible and chemically stable for 48 hr at 22 < 1842C
Papavering hydrochloride
Paraldenyde 0.3 and 1.2 Physically compatible with no change in subvisual haze or particle content and stabls
Pemetrexed aisagium Dextrose 5% A FAU by HPLC for 3 days at 25 and 32 °C. Unknown material leached from EVA container by 21822
Penicilin G potassium (Banzylpenic. 9 24 hr
Penicilin G sodum (Benzypenicili [S—
Pentamiding issthionate Dextrose 5% DAy BN gy 03 3nd 1.2 ppucicaily compatible with less than 5% paclitaxel loss in 72 hr 3t 37 °C in the dark 2669 C
Pentazocine ctate FRED, Mach g =
Pentobarbial sodium . . 0.4 and 1.2 Physically compatible with little paclitaxel loss in 5 days at 23 and 4 °C. Precipitation
Pentostatin Dextrose 5% BRNS BMS o occurred after that time o73¢
Pentoxifyline Chemically stable until precipitation. Precipitate found after 3 days at 25 °C and 13
Pnenobarbtal sodum i Dextrose 5% gal Te 03mg/mL o oo precip P ¥: 2708 €
Phentolamine mesylate E .
e e Dextrose 5%  BRNS TE 0.3 mymL g:s;n:ta!y:étab\e until precipitation. Precipitate found after 3 days at 25 °Cand 18 oo
Phenytoi sodium i
Phytonadione (Phylomenadions) Dextrose 5%  gRNE TE 0.3mg/mi  Chemically stable until precipitation. Precipitate found after 7 days at 25°Cand 20 50
Piperacilin socium-Tszobactam sod days at 5 °C =
Piperacilin I Chemically stable until precipitation. Precipitate found after 3 days at 25 °C and 10
e surate Dextrose 5% Al TE 12mymL gAY 2708 €
Potassium acetate Chemically stable until precipitation. Precipitate found after 3 days at 25 °C and 12
Potassiom chiorde. Dextrose 5% BRNE TE 1amg/mi o EME . precip P ¥: 2708 C
Potassium phosphates .
oo chorde Dextrose 5%  gRNE TE 1.2 mg/mL g:e;m:ta!y;étame until precipitation. Precipitate found after 7 days at 25 *C and 10 2708 €
Procainamide hydrochloride: o 05 06 ¥
Procaine hydrochioride: odium MG, TRE NCI oo o visually compatible with no paclitaxel loss by HPLC over 12 hr at 22 °C 1520 C
Prochiorperazine edisylate chloride 0.8% = 09,129 ==
Prochiorperazine mesylate Sodium b 0.6 and 1.2 _
Frameie ooty hloride 0.9% MGE ner g visually compatible with no paclitaxel loss by HPLC over 26 hr at 22 °C 1520 C
Promethazing hydrochioride Sodium b S8R 0.1 and1g Physically compatible with no change in subvisual haze or particle content and stable ..
Prapafenone hydrochloride chloride 0.9% M& 9 by HPLC for 3 days at 4, 22, and 32 °C. Small, needlelike crystals form after 3 days ~ ——2
Propofol
Propranolol hydrachioride g;’ﬂ]‘:gﬂ 0.9% MG2 gr 033 12 opcically compatible and chemically stable for 48 hr at 22 <€ 1842C
Protamine sulfate
Pyridostigmine broride odium 0.3 and 1.2 Physically compatible with no change in subvisual haze or particle content and stable
Pyrrdosine hydrochlorde o 0.0% BAZ Fau ¢ by HPLC for 3 days at 25 and 32 °C. Unknown material leached from EVA container by 21822
&0 24 hr
er sodium Bal, BRI, 0.3and 1.2 .
2 < ||l Erieride o.0% cagh wach P¥Sg Physically compatible with less than 5% paclitaxel loss in 72 hr at 37 °C in the dark 2669 €
b —
‘ i ' Sodium af Tt e Chemically stable until precipitation. Precipitate found after 3 days at25°Cand 13 .. -
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Intraperitoneal Therapy

Sequential administration of IV paclitaxel, intraperitoneal (IP) cisplatin, and IP paclitaxelt is used for the
treatment of optimally-debulked stage III ovarian cancer.13% The National Cancer Institute (NCI), in
conjunction with oncology groups, has issued a clinical announcement to recommend use of an IV/IP regimen

for eligible patients with advanced ovarian cancer because of a substantial survival benefit.343 346 347 pased
on recent clinical trials, strong consideration should be given to use of a regimen containing IP cisplatin (100

ma/m?2) and a taxane (either IV only or IV plus IP) following primary surgery for optimally-debulked FIGO
stage III ovarian cancer.2¥/

In a randemized, phase III trial, patients with stage III evarian carcinema or primary periteneal carcinema,
with no residual mass greater than 1.0 cm following surgery, received either IP therapy or IV therapy.228 1p
therapy consisted of IV paclitaxel 135 mg/m?2 by 24-hour infusion on day 1, followed by IP cisplatin 100
ma/m? on day 2, and IP paclitaxel 60 mg/m? on day 8.228 [V therapy consisted of IV paclitaxel 135 mg/m?< by
24-hour infusion on day 1 followed by IV cisplatin 75 mg/m? on day 2.2%8 Treatment was administered in 3-
week cycles for 6 cycles.228

Patients receiving IP therapy had longer median progression-free survival (24 versus 18 months) and longer

median survival (66 versus 50 months) than those receiving IV therapy.228 severe or life-threatening (grade 3
or 4) toxicity occurred more frequently in patients receiving the IP regimen, including leukopenia,

thrombocytopenia, GI toxicity, neurologic toxicity, infection, fatigue, adverse metabolic effects, and pain.228
Only 42% of the patients in the IP group completed the assigned 6 cycles of IP therapy, and IP therapy often
was discontinued because of catheter-related complications; patients who could not complete the IP regimen
received IV therapy for the remaining treatment cycles.228 Quality of life was worse before cycle 4 and at 3-6
weeks after completion of treatment for patients receiving IP therapy, but quality of life scores were similar
for the groups at 1 year after completion of treatment except for the persistence of moderate paresthesias in

patients receiving IP therapy. 228 246
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For intraperitoneal therapy, the cisplatin dose was diluted in 2 L of 0.9% sodium chloride solution that was

warmed to body temperature and infused through a surgically implanted peritoneal catheter.228 3% Fallowing
peritoneal infusion, the patient was asked to roll into a different position every 15 minutes for the next 2

hours to disperse the drug throughout the peritoneal cavity.242 3% The paclitaxel dose was diluted in a liter of
saline solution that was warmed to body temperature and infused through the IP catheter, followed by IP

infusion of an additional liter of warmed saline solution,24% 347

Catheter-related complications that caused discontinuance of IP therapy included infection and blockage .23
Certain surgical procedures used to achieve optimal cytoreduction of ovarian cancer, such as rectosigmoid or
left colon resection, may have contributed to catheter complications. 2 Most experts in the administration of
IP chemotherapy recommend the use of a single-lumen venous catheter, such as a 9.6 French polyurethane
venous access tubing, connected to a semi-permanent subcutaneous single-lumen venous access por‘c.mﬂ
The IP catheter may be placed at the time of primary surgery as long as contamination of the peritoneal
cavity has not occurred. 2 Timing of placement of the IP catheter (at the time of primary surgery versus
delayed insertion) did not appear to affect tolerance of IP therapy.23 The IP catheter should be removed as
soon as IP therapy is completed to avoid catheter-related complications. 23 Supportive therapy should include
296. Armstrong DK, Bundy B, Wenzel L et al. Intraperitoneal cisplatin and paclitaxel in ovarian

cancer. N Engl J Med. 2006; 354:34-43.

344. Walker JL, Armstrong DK, Huang HQ et al. Intraperitoneal catheter outcomes in a phase lll trial of
intravenous versus intraperitoneal chemotherapy in optimal stage Il ovarian and primary peritoneal
cancer: a Gynecologic Oncology Group Study. Gynecol Oncol. 2006; 100:27-32.

347. National Cancer Institute (NCI). NCI clinical announcement on intraperitoneal chemotherapy in
ovarian cancer (January 5, 2006). From NCI web site.
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Abstract

BACKGROUND: Hyperthermic iniraperitoneal chemotherapy (HIPEC) is advised as a treaiment option for epithelial ovarian cancer (EOC) with
peritoneal carcinomatosis. This study was designed to define the pharmacokinetics of cisplatin (CDDP) and paclitaxel (PTX) administered
together during HIPEC.

METHODS: Thirteen women with EOC underwent cyloreductive surgery (CRS) and HIPEC, with CDDF and PTX_ Blood. peritoneal perfusate
and tissue samples were harvested to determine drug exposure by high-performance liquid chromatography and matrix-assisted laser
desorption ionization imaging mass spectrometry (IMS).

RESULTS: The mean maximum concentrations of CDDP and PTX in perfusate were, respectively, 24.8£10.4 pg mi(-1) and 69.8+14.3 pg mi(-1);
in plasma were 1.8740.4 pg mi(-1) and 0.055+0.009 pg mi(-1). The mean concentrations of CDDP and PTX in peritoneum at the end of HIPEC
were 23.3+8.0 pggi-1) and 30.1+18.3 pg(-1)g(-1). respectively. The penetration of PTX into the peritoneal wall, determined by IMS, was about
0.5 mm. Grade 3-4 surgical complications were recorded in four patients, five patients presented grade 3 and two patients presented grade 4
hematological complications.

CONCLUSIONS: HIPEC with CDDP and PTX after CRS is feasible with acceptable morbidity and has a favorable pharmacokinetic profile: high
drug concentrations are achieved in peritoneal fissue with low systemic exposure. Larger studies are needed to demonstrate its efficacy in
patients with microscopic postsurgical residual tumours in the peritoneal cavity.
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Figure 1. Mean concentrations of PTX (A) and CDDP (B) in plasma (@), perfusate (M) and peritoneal tissue (&) during HIPEC. The dashed line
indicates the lowest cytotoxic concentration of these drugs.
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Respecto a la consulta: éla solucién salina a 0.9% a 37°C que se utiliza en la reconstitucion de
paclitaxel y cisplatino puede afectar la estabilidad y en consecuencia la eficacia de estos
medicamentos en pacientes con cancer de ovario avanzado que reciben quimioterapia
intraperitoneal?, se informa lo siguiente:

En la monografia de paclitaxel del Drug Information de la American Society of Health-System
Pharmacists se reporta que la administracion secuencial de paclitaxel 1V, intraperitoneal (IP)
cisplatino y paclitaxel IP se utiliza para el tratamiento de cédncer de ovario en estadio Ill con cito-
reduccidn éptima. No obstante, se debe tener en cuenta que el uso de paclitaxel y cisplatino en la
quimioterapia IP en cancer de ovario avanzado es un uso “off-label”. En los estudios realizados
con la terapia IP, la dosis de cisplatino se diluyé en 2 L de solucién de cloruro de sodio al 0,9% que
se calentd a la temperatura corporal y se infunde a través de un catéter peritoneal implantado
quirdrgicamente. Después de la infusion peritoneal, se pide al paciente rodar en una posicién
diferente cada 15 minutos durante las siguientes 2 horas para dispersar el medicamento por toda
la cavidad peritoneal. La dosis de paclitaxel se diluy6 en un litro de solucién salina que se calentd
a la temperatura corporal y se infunde a través del catéter IP, seguido de una infusién IP de un
litro adicional de solucidn salina calentada (1).

En el Handbook of Injectable Drugs de la American Society of Health-System Pharmacists se
menciona que en el estudio realizado por Kristjansson et al. se evalud la estabilidad a largo plazo
de cisplatino 1 mg/ml en una solucién acuosa que contiene 9 mg/ml de cloruro de sodio y 10
mg/ml de manitol en viales de vidrio, en donde se reporté que después de almacenar la solucién
a 40 °C durante 10 meses no se observé ninglin cambio fisico; sin embargo, después de
almacenar un afio adicional a 5 °C, estas muestras mostraron una pérdida promedio del 15% de
cisplatino. Asimismo, no se reportd la presencia de productos de degradacion en las muestras
almacenadas a 40 °C (2).

En un estudio de cisplatino en concentraciones de 0,4 a 1 mg/mL en cloruro de sodio al 0,9%, se
encontré que a partir de las concentraciones de 0,6 mg/ml se formé un precipitado cuando se
almacena de 2 a 6 °C. En las soluciones donde se formé el precipitado, la redisolucion se dio muy
lentamente con el calentamiento a temperatura ambiente. La sonicacién a 40 °C se usé para volver a
disolver el precipitado en unos 20 a 30 minutos, sin embargo se menciona que no se recomienda el
calentamiento de soluciones de cisplatino para efectuar la redisolucion de los precipitados (2).

Segun el Handbook of Injectable Drugs de la American Society of Health-System Pharmacists se
evalué la estabilidad de paclitaxel diluido con 5% de dextrosa y cloruro de sodio 0,9% a
concentraciones finales de 0,3 y 1,2 mg/ml en cuatro bolsas de poliolefina (Viaflo, Freeflex, Ecoflac y
Macoflex N) reportando que paclitaxel es fisicamente compatible con la pérdida de menos de 5% en
72 horas a 37 ° C en la oscuridad (2).

En el estudio farmacocinético realizado en 13 pacientes por Ansoloni et al. se evidencia que la
quimioterapia intraperitoneal hipertérmica (de 41 a 43°C) con cisplatino y paclitaxel después de la
cirugia citorreductora tiene un perfil farmacocinético favorable alcanzando altas concentraciones de
los farmacos en el tejido peritoneal con baja exposicion sistémica. Sin embargo, se necesitan
estudios mas amplios para demostrar su eficacia en pacientes con tumores residuales
posquirurgicos microscopicos en la cavidad peritoneal (3).

Referencias bibliograficas:

1. AHFS Drug Information. American Society of Health-System Pharmacists. In: MedicinesComplete © The
Pharmaceutical Press 2014 [acceso 18 marzo 2015]. Disponible en: https://www.medicinescomplete.com

2. Handbook of Injectable Drugs. American Society of Health-System Pharmacists. In: MedicinesComplete © The
Pharmaceutical Press 2014 [acceso 18 marzo 2015]. Disponible en: https://www.medicinescomplete.com

3. Ansaloni L, Coccolini F, Morosi L, Ballerini A, Ceresoli M, Grosso G, Bertoli P, Busci LM, Lotti M, Cambria F,
Pisano M, Rossetti D, Frigerio L, D'Incalci M, Zucchetti M. Pharmacokinetics of concomitant cisplatin and
paclitaxel administered by hyperthermic intraperitonealchemotherapy to patients with peritoneal
carcinomatosis from epitelial ovarian cancer. BrJ Cancer. 2015 Jan 20;112(2):306-12.

07/08/2015

18


https://www.medicinescomplete.com/
https://www.medicinescomplete.com/
http://www.ncbi.nlm.nih.gov/pubmed/25461804

