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DEPARTMENT MEMORANDUM
No.2017 - AAgg

FOR: SECRETARY OF IIEALTH OF THE AUTONOMOUS REGION
IN MUSLIM MINDANAO, ALL I}EPARTMENT OF'IMALTII
REGTONAL OFI'rCE DTRECTORS, Atllt DTRECTORS OF
HOSPITALS WITH PROGRAMMATIC MANAGEMENT OX'
DRUG-RESTSTAT{T TUBERCTJLOS$ (PnDT) TREATMENT
FACILITIES.

SUBJECT: Chanee of stprase condition for Amlno.salicvlic, Acid Dplaved-
Release Granules (FASER@ Granules)

As per the advice of the Global Drug Facility for Tuberculosiso a projecf of the Globat
Partuership to stop TB under the World Health Organization that provides access to high
quattty TB drugs including the second line anti-TB drugs for PMDT, the new batch of
PASER@ Granules shall be stored below 59'F (15"C) (in a refrigera$or or freezer) or must be
kept cool between 2oC and 8"C.

Atmched is tfre copy of the Drug Literature/ Drug Information Sheef and Airway Bill
with storage condition requirements of PASER@ Granules for your reference.

For queries and ctarifications please cattast Mr. Jover D. Francisco, RPb, Project
Coordinator of Drugs and Supplies Mmagement of NTP through (02)310-57-13 or at
ntp.dsm@gnail.com.

For your information and compliance.

' A rn .^, I bfu&W-J/ffi,: & **c'so rrPA.,LYN 
'E6Yt"r** of Healfr

Building l, Sanlazaro Compound Rizal Avenue, Sta Crua lfi)3 lv{anila o TnmkLine 651-78m bcal 1113, 110&
1135 Direct Linq 7ll-95ff2;711-9503 Fa:c 743-M9 o URL: http//www.doh.gov.ph; e-mail: officeofsoh@doh.eov.ph
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PASER@ GRANULES
(amlnosalicyllc acid granules)

DESCRIPTION
PASER granules are a delayed release granule preparation of

aminosalicylic acid (p'aminosalicylic acidi 4-aminosalicylic
acid) for use with other antFtuberculosis drugs for the treat'
ment of all lorms of active tuberculosls due to susceptible
strains of tubercle bacilli' The granul6s are designed for grad-

ual release to avoid high peak lsvels not useful (and perhaps

toxic) with bacteriostatic drugs. Aminosalicylic acid is rapidly

degraded in acid medial the protective acld-resistant outer
coating is rapidly dissolved in neutral m€dia so a mildly acidic

food such as orange, apple or tomalo iuiee, yogurt or apple
sauce should be used.

Aminosalicylic acid (p-aminosalicylic acid) is 4'Amino-
z-hydroxybsnzoic acid, PASEB granules are the free base of

aminosalicylic acid and do NOT contain sodium or a sugar.

The molecular formula is CTHTNOg with a molecular weight of
153.14: With heat p-aminosalicylic acid is decarboxylated to
produce CO2 and m-amlnophenol. lf the airtight packets aro

swollen, storage has been improper, DO NOT USE it packets

are swollen or the granules have lost their tan color and are

dark brown or PurPle.

The structural lormula is:

,oH

'uoN_// \tcoon- \_/

PASER granules are supplisd as off-white tan colored granuleb

wilh an average diameter of 1.5 mm and an average content ot

60% aminosalicylic acid by weight. The acid resistant outer
coating will be completely removed by a few minutes al a neu-

tral pH. The inert ingredients are:

colloidal silicon dioxide
dibutyl sebacate
hydroxypropyl methyl cellulose
methacrylic acid copolymer
microcrystallins cellulose
lalc

The packets contain 4 grams of aminosalicylic acid for oral

administration thres times a day by sprinkling on apple sauce
or iogurt to be eaten without chewing, Suspension in an acidic

lruit drink such as orange juice or tomaio iuice will protect ths
coating for at least 2 hours. Swirling the juice in the glass will

help rgsuspend lhe granulos lf they sink.

CLINICAL PHARMACOLOCY
Mechanism of Action: Aminosalicylic acid is bacteriostalic
against Mycobacterium tuberculosis. tt inhibits the onset ol
bactorial resislance to streptomycin and isoniazid. The mecha'

nism of action has been postulated to be inhibition of tolic acid

synthpsis (but without potentiation with antitolic compounds)

and/or inhibition of synthesis ol the cell wall componenl'
mycobactin, thus reducing iron uptake by M' tuberculosis'

Characteristics: The two major considerations in the clinical
pharmacology of aminosalicylic acid are the prompt production

of a toxic inactivo metabolite under acid conditions and the

short serum half lile of ono hour tor lhe fr€e drug' Both aro dis-

cussed below.

After tvvo hours in simulated gastric {luid, 10% of unprotecled

aminosalicylic acid is dbcarboxylated to form meta-aminophe-

nol, a known hepatotoxin, The acid-resistant coating ot the

PASER granules protects against degradation in the stomach.

The small granules are clesigned to escape the usual restriction

on gastric emptying of large particles. Under neutral condiiions

such as are found in th6 small intestine or in neutral foods, lhe
acid-resistant coating is dissolved within one minule. Care
must be laken in the administration of these granules to protect

the acid-resistant coating by maintaining the granules in an

acidic food during dosage adninistration, Patients who have

neutralized gastric acid with antacids will not need to protect

the acid resistant coaling with an acidic food sinco no acid is
present to spoil the drug. Antacids may intluence the absorp-

tlon of other r.nedlcations and are not necossary for PASER

consumed with an acidic tood.

Because PASER granulos are protected by an ent€ric coating

absorption does not commence until they leave the slomach:

the soi skelsions of ihe granules rbmain and may be seen in

lhe stool.

Absorption and excretion: In a single 4 gram pharmacokinetic

study with lood in normal volunteers the initial time to a

2pglmL serum level ol aminosalicylic acid was 2 hours with a

range of 45 minutes to 24 hours; the median time to peak was

6 hours wilh a range of 1.5 to 24 hours; the mean peak level

was 20 pg/mL with a range of 9 to 35 pg/mL;a level of 2 pg/mL

was maintained for an average of 7.9 hours with a range of 5

to 9; a level of 1 !g/ml was maintained for an avorage ot 8.8

hours with a range of 6 to 1 1.5 hours. The recommended
schedule is 4 grams every I hours.

80% of aminosalicylic acid is excrsted in tho urino, with 50o/o or

more of the dosage excreted in acetylated form' The acetyla'
tion process is not genetioalty determinsd as is the case for

isoniazid. Aminosalicylic acid is excreted by glomsrular filtra-

lion; although previously reported otherwiso, probenecid' a

tubular blocking agent, does not enhance plasma concentra-

tion. In a 1954 study thyroxine synthesis but not iodide uptake

was reported reduced about 40% when tho sodium salt (not

PASEB granules) of aminosalicylic acid was administered one

hour belore radio-iodine; the sodium salt typically produces a

sorum levet over 120 pg/ml at one hour lasting one hour.

Occasional goiter developmsnt can be prevented by ths
administration of thyroxine but not iodide.

Penetration Into the cerebrospinal fluid occurs only if the

meminges are inflamed.

Approximately 50-60% of aminosalicylic acid is protein bound;

binding is reported io be reduced 50% in kwashiorkor'

Microbiology: The aminosalicyllc acid MIC lor M. lubsrculosis

in 7H11 agar was less than 1.0 pg/mL lor nino strains including

thrss multidrug resistani slrains, but 4 and I pg/mL for two

other multidrug resistant strains. Ths 90% inhibition in 7Hl2
brolh (Bactec) showed little dose responss but was intsrpreled
as being lsss than or equal to 0.12-0,25 Ug/mL for eight strains

of which three were mutli-Iesislant, 0.50 pg/ml for one resis'
tant strain, quostionable for four non-resistant sttains and
greater lhan lpg/mL for one non-resistant and three resistant

dtrains. Aminosalicylic acid is noi active in vitro against M.

avium.

INDICATIONS AND USAGE

PASEB is indicatod lor the treatmont of tuberculosis in combi-
nation with other active agenis. ll is most commonly used in
patients with Multi-drug Resistant TB (MDR'TB) or in situations

when thorapy with isoniazid and rifampin is not possible dus to

a combination of resistance and/or intolsrance. When PASER
is added to ths treatment regimen in patients proven or sus-
pected drug rosistance, it should be accompanied by at least

one and preterably two othor new agents to whlch the patient's

organism is known or exp'ecled to be susceptible.

CONTRAINDICATIONS

Hypersensitivity to any bomponent ot this medication.

Severe renal disease.

P-atisnts with sevore renal diseass will accumulate aminosali-

cylic acid and its acetyl mstabolite but will continue to acety-

lalo, thus leading exclusively to the inactivs acetylated form;

deacetylation, if any, is not significanl.

Ths half life of free aminosalicylic acid in renal disease is 30.8

minules in comparlson to 26.4 minutes in normal volunteers'

but the half life of the inactivs melabolite i5 309 minutes ln ure'
mlc pationts in comparison to 51 minutes in normal volunteers.

Although aminosalicylic acid passes dialysis membranes, ths

trequency of dialysis usually is not comparable lo tho half-life
of,50 minutes for the fle€ acid, Patients with end stage renal

disease should nol receive aminosalicyllc acid.

WARNINGS

Llver Functlon

In one retrospective study of 7492 patients on rapidly
absorbsd aminosalicylic acid preparations, drug-induced
hepatitis occurred in 38 pationts (0.5%); in these 38 the lirst

symptom usually appeared within threo months of the slart of

therapy with a rash as the most common event followed by

fever and much less froqusntly by Gl disturbances of anorexia'

nausea or diarrhea. Only one patient was diagnosed on routine

biochemisiry.
Premonitory symptoms in 90% of these 38 patients preceded
jaundice by a iew davs to soveral weeks with the mean time of

onset 33 days with a range oi 7-90 days. Half of the advarse

reactions occurred during the third, {ourth or fifth weeks. When

aminosalicylic acid-induced hepatitis was diagnosed'
hepatomegaiy was invariably present with lymphadenopathy in



46%, leucocytosis in 79olo, and eosinophilia in 55% Prompl

recoonition with disconiinuation led to the recovery of all 38

patie;ts. ll recognized in the premonitory stage, the reactlon is

reoorled to "setile" in 24 hours and no jaundice ensues Flom

other reported studies failure to recognize lho reaclion can

result in a mortality of up to 21%.The patienl must be moni-

tored carefully Ouiing the first three months of lherapy and

lreatment must be discontinued immediately at the tirst sign of

a rash, fever or other premonitory signs of intolerance'

PRECAUTIONS
(1) General:
Ati Orugs should be stopped at the lirst sign suggesting a

hypersensitivity leaclion. They may be reslarted one. al a time

in very small but gradually increasing doses lo determlne

wheth6r the manifeitations are drug-induced and, if so' which

drug is responsible

Desensitization has been accomplished successfully in 15 of

17 pationts starting with 10 mg aminosalicylic acld given as a

sinqle dose. The dosage is doubled every 2 days uutil reaching

a Iital of 1 gram after which the dosage is divided to follow the

reqular schddule o{ administration. lf a mild temperature rise or

skin reaction develops, the incremenl is to be dropped back

one level or the progression held for one cycle.

Beactions afe rare atter a total dosage of 1 '5 grams.

Patients with hepatic disease may not tolerale aminosalicylic

acid as well as normal patients, even lhough the metabollsm In

palients with hepalic disease has been reported to be compa-

rable to that in normal volunteers.

(2) ln{ormation for Patients:

ihe oatierrt should be advised that the first signs of hypersen-

sitiviiv includo a rash, olten tollowed by tever, and much less

freouLntlv Gl disturbances of anorexia, nausea or diarrhea lf

such symptoms develop, the patient should immediately cease

taking ihe medication and arrange for a prompt clinical visit'

Patients should be advised that poor compliance in taking anti-

TB medication often leads to trealment failure, and, not infre-

quently, to the development of resistance of the organisms in

the individual Patient.

Patients should be advised that the skeleton of the granules

may be seen in the stool

The coating lo plotect the PASER granules dissolves.promplly

under neulral conditions; the granules therefore should be

administered by sprinkling on acidic foods such as apple

sauce or yogurt or by suspension in a fl'uit drink which will pro'

tect the coiting, bit the granules sink and will have to be

swirled. The coaling will last at least 2 hours in either syst€m'

All iuices tested to date have been satisfactory; tested are:

iomato, orange, grapelruit, grape, cranberry, appls, "truit
punch".

Patienls shoulcl be advised to store PASER in a tefrigerator or

freezer. PASEB packets may be slored at room lemperature tor

short periods ol time.

Patients should be advised NOT to use if the packets are

swollen or ths granules have lost their tan color and are darl(

brown or purpte. Ttre palient should inform the pharmacist or

physician immecliately and return the medication'

(3) Laboralory Tests:

Aminosalicylic acid lras been reported to interfere technically

with the s;rum doterminations of albumin by dye-binding'

SGOT by tho azoene dye msthod and with qualitative urine

tests for ketones, bilirubin, urobilinogen or porphobilinogen'

f4) Druo lnteractions:
Aminosilicylic acid at a dosage of 12 grams in a rapidly available

form has bben reported to produce a 20 percent reduction in the

acetylation of isirniazid, especially in patienls who aIe. rapid

acetvlators: INH serum levels, half lives and excretions in fast

aceivlators still remain hall ol the levels seen in slow acelylators

with'or witnout p-aminosalicylic acid. The effect is dose related

and, while it has not been studied wilh the current delayed

release preparation, the lower serum levels with this preparation

will resuit in a reduced effect on the acetylation of lNH.

Aminosalicylic acid has previously been reported to block the

absorplion of ri{ampin A subsequent report has :hoY!-111
this biockade was due io an excipient not included in PASEB

oranules. Oral administration of a solution containing both

irninosalicylic acid and rifampin showed full absorption of

each product.

As a result of competition, Vitamin 812 absorption has been

reduced 55% by 5 grams of aminosalicylic acid with clinically

significant erythrocyte abnormalities developing after deple-

tiin; patients on therapy of more than one month should be

considered for maintenance 812.

A malabsorption syndrome can clevelop in patients on aminos'

alicvlic acid but is usually not complete. The complete syn-

drome includes steatolrhea, an abnormal small bowel pattern

on x-Iay, villus atrophy, depressed cholesterol, Ieduced
D-xylose and iron absorption Trlglyceride absorption always is

normal,

In one lilerature feport I hours afler the lasl dosage of aminos"
alicylic acid at 2 gm qid sorum digoxin levels were reduced
40% in two ot ten pationts but not changed in lhe remaining
eight.

(5) Carcinogenesis, mutagenesis, impairment of fenility:
Sodium aminosalicylate produced an occipital bone defect,
probably with a dose response, when administered lo ten
pregnant Wistar rats al five dosos from 3.85 to 385 mg/kg from
days 6 to 14. There were no significanl changes from conlrols
in any group in corpora lutea, early resorptions, total re6orp-
tions, fetal death, litter size, or hematomas. For all except the

77 mgll<g group, fetal weights were significantly grealer than

controls. Chinchilla rabbits on 5 mg/kg from days 7 to 14 did
not show any significant ditferences as compared to conlrols
for the same parameters studisd.

Sodium aminosalicylic acid was not mutagenic in Ames tester

strain TA 100. In human lymphocyte cultures in-vitro clasto"
genic elfects ol achromatic, chromalid, isochromatic broal(s or

chromatid translocations were not seen at 153 or 600 pg/mL.

At 1500 and 3000 pg/mL there was a dose related increase in

chromatid aberrations.

Patients on isoniazid and aminosalicylic acid have been roport-

ed lo have an increased number of chromosomal aberralions
as compared to controls.

(6) Prognancy: Pregnancy Category C:
Aminosalicylic acid has been reported to produce occipital
malformations in rats when given at doses within the human

dose range. Although there probably is a doso response, the

frequency ot abnormalities was comparable to conlrols at the

highest level lested (two times the human dosage) When
aclministered to rabbits at 5 mg/kg, throughout all three
trimesters, no teratologic or embryocidal et[ects were seen.

Literature reports on aminosalicylic acid in pregnant women

always report coadministration of other medications' Because

thsre are no aclequate and well controlled studies of aminosali'
cylic acid in humans, PASER granules should be given to a
pregnant woman only if clearly needed.

(8) Nursing moihers:
After administralion of a different preparation of aminosalicylic

acid to one patient, the maximum concentration in the milk was
'I pg/mL at 3 hours with a half-lile of 2.5 hoursi the maximum
maternal plasma concentration was 70 pg/mL at two hours.

ADVERSE EFFECTS

The most common side effect is gastrointestinal intolerance

manifested by nausea, vomiting, diarrhea, and abdominal pain.

Hypersensitivity reactions: Fever, skin eruplions of various
types, including exfoliative defmatitis, infectious mononucleo-
sis-like, or lymphoma"like syndrome, leucopenia' agranulocyto-
sis, thrombocytopenia, Coombs' positive hemolytic anemia,
jaundice, hepatitis, pericarditis, hypoglycemia, optic neuritis,
'encephatopathy, 

Leoffler's syndrome, vasculitis and a reduc'
tion in Drothrombin.

Crystalluria may be prevented by the maintenance of urine at a

neutral or an alkaline. pH.

OVERDOSAGE

Overdosage has not been reportod.

DOSAGE AND ADMINISTBATION

PASER granules should be administered with other drug$ io
whlch the olganism is known or expectod to be susceptible. lt

is most corrlmonly adminislered to patients with Multi-drug
Resistant TB (MDR-TB) or in other situations in which therapy

wilh isoniazid or rifampin is not possible due to a combination

of resistance and/or intolerance. The adult dosage of four
grams (one packet) three times per day or correspondingly
imallerdoses in children should be given by sprinkling on

apple sauce or yogurt or by swirling in lhe glass to suspend

tie granules in an aciclic drink such as tomato or orango juice'

DO NOT USE if pacl(et is swollen or lhe granules have lost

their tan color, turning dark brown or purple.

HOW SUPPLIED

carlon ol 30 PASER packets {NDC 49938-107-04).

Each packet contains lour grams aminosalicylic acid,

PASEF granules hre supplied in packels coniaining 4 grams ol
aminosalicylic acid for administration three times a day by sus-
pension in an acidic drink or food wilh a pH less than 5.
Examples include apple sauce, yogurl, tomato or orango julcs.

Distributors and Pharmacists: Store below 59'F (15'C) (in a
ref rigsraior or lreezol).

Patients ar€ urged to store PASER in a refrigerator or ireozer.
PASEF packets may be stored at room lemperature lor sllort
oeriods of time.

AVOID EXCESSIVE HEAT. DO NOT USE if packet is swollon
or lhe gnnules have lost thsir lan color, lurning dark brown or
purpre.

JACOBUS PHARMACEUTICAL CO. INC.
PO. Box 5290

Princeton. NJ 08540

24 JULY 1996

IM



4
&3t{tw
*
&.
&
I
s

6

&
s
?

lll 1il1il|ilililil]ililililililililil til
91 910-10849716

IDA FOUNDATION
SLOCHTERWEG 35

AMSTERDAM 1027AANL
Telephone: +31204033051

Not Negotiable

Air Waybill
rssuedby OMAN AVIATION SERVICES CO. (SAOG)

P.O. BOX 58. CODE 111
SEEB INTERNATIONAL AIRPORT, MUSCAT, OMAN

Copies 1, 2 and 3 of tiis Air Weybill are originals and have th€ sme wlidity.

DEPARTMENT OF HEALTH
BLDG. 25, LOGISTICS MANAGEMENT DIVISION
DEPARTMENT OF HEALTH. STA. CRUZ
MANILA PH

is agr@d lhat the goods desibed herein are a@pted in appatent good order €nd condilion (excepl as
)tod) for @rriaoe SUBJECT TO THE CONDITIONS OF CONTRACT ON THE REVERSE HEREOF. ALLnotod) for @rriage SUBJECT To THE CONDITIONS OF CONTRACT ON THE REVERSE HEREOF. A

GOODS MAY BE CARRIED BY ANY OTHER MEANS INCLUDING ROAD OR ANY OTHER CARRIER
UNLESS SPECIFIC CONTRARY INSTRUCTIONS ARE GIVEN HEREON BY THE SHIPPER, AND
SHIPPER AGREES THAT THE SHIPMENT MAY BE CARRIED VIA INTERMEDIATE STOPPING
PLACES WHICH THE CARRIER DEEMS APPROPRIATE. THE SHIPPER'S ATTENTION IS DMWN TO
THE NOTICE CONCERNING CARRIER'S LIMITATION OF LIABILITY. Shipper may increase auch
limitatlon of llability by decladng a higher value for carriage and paying a supplemental charge if r€quir€d.

WALKER INTERNATIONAL TRANSPORTATION (NETHERLANDS)

SCHIPHOL

RAt - NL/RA/005'14-00/061 I
SP)?KC/MVW0 4-O1 -201 7 I 1 0:55

TEL: +6327438301

574 5351111'13

- lf Cailieroffere Insu€ne, and sucfi InsuEnce is
td in ac@rdan@ with the ffidltlons thereof. Indi€te amount to ba
in figures in box ma,ked "amount of lnsuBn@*.

UPON ARRIVAL
.FOR CLEARANCE AT TMW ECCF" *** 23 BOXES KEEP COOL BETWEEN 2 AND 8 DEGREES *"*

Nature and Quantlty of Goods
(lncl. Dimenslms q Volume)

CLEARANCE AT TMW ECCF"

)per canrfies lhat the particulaB on the face her@t are @rect and that Ingofar aa any parl ol tne ongBnrent
talne dangereus geods, euch ped b prcperly descrlbed by name snd ls In proper condltlon for erlage by alr accordlng to
appll€ble Dangerous G@ds Regulatlons.

ALKER INTL TRANS (NL) B.V. AS FORWARDING AGENT FOR

_VVAL_KEBINI_E_BI!A_rI9NALIRAN.9.?_9._B_rAI_l9ll

INTL TRANS (NL) B.V. AS AGENT FOR THE CARRIER: OMAN
16 NIEUW VENNEP MARTIJN WALDERVEEN

Signature of lssuing Carrler or lts Agent

Email Copy

910-10849716


