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December 7, 2001

CERTIFIED MAIL

RETURN RECEIP UE D

Norman Cardinale
President

Cardinal Enterprises, Inc.
184 John Clarke Road
Middletown, RI 02842

Dear Mr. Cardinale:

An inspection of your firm, located at 184 John Clarke Road in Middletown, RI, was
conducted from October 16 through November 8, 2001 by FDA Investigator Daryl
Dewoskin.  This inspection revealed significant deviations from Current Good
Manufacturing Practice (cGMP) Regulations (Title 21, Code of Federal Regulations (21
CFR), Parts 210 and 211). These deviations cause the drug products manufactured at
this facility to be adulterated within the meaning of Section 501(a)(2)(B) of the Federal
Food, Drug, and Cosmetic Act (the Act).

Under Sectlon 501(a)(2)(B), a drug shall be deemed to be adulterated, if the methods.

used in, or the facnmes or controls used for, its manufacture, processing~packing, or .. .-
ho!di.n.g d not conform to or are not operated or administered in conformity with current

good manufacturing practice to assure that such drug meets the requirements of this

Act as to safety and has the identity and strength, and meets the cualltv and ourltv
characteristics, which it pur r)orts oris reoresented to possess. - -~
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Many of the violations documented during this inspection are similar to those that have
previously been brought to your attention. This indicates a continuing pattern of non-
compliance with regulations governing the minimum requirements for current good
manufacturing practice for the preparation of drug products.

The deviations include, but are not limited to the following:

1) Batch production and control records do not include complete information relating to
the production and control of each batch. Specific deficiencies in batch records

include:
a) Failure to include dates of each significant step in the manufacture and

o
p—

O
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e)

processing of each batch of drug products [21 CFR 211.188(b)(1)—Form FDA
483, Observation 28]. The date of manufacture of the bulk blend was not
recorded on batch records for, among others, the following products:

i) Sore Throat Spray Menthol (Lot K-106-JT)

ii) Tussin DM 065 (Lots K-111-JT and D-103-JK}))

iiiy Night Time Original (163) (Lot D-107-JK) -~ —
icine (Lot H-102-JK) -
)

D 66) Cold Medicine (
ee) (Lot H-104-JK)
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i) Daytime (166) Coid Medicine (Lot H-
ii) Tussin DM 065 (Lot D-103-JK)

Failure to inciude the identification of the persons performing and checking each
significant step in the operation for each batch of drug product [21 CFR

211.188(b)(11)—Form FDA 483 Observation 18]. Persons performing significant

No descriptions of containers an closures were recorded on batc
1 17

steps such as cleaning, mixing, heating, and filling are not always identified.




Page 3—Norman Cardinale, Cardinal Enterprises, Inc.

December 7, 2001

w
~—

4)

o)

Examples include:
i) Tussin DM 065 (Lot D-103-JK)
i) Night Time Original (163) (Lot D-107-JK)

f) Failure to include results of examinations made of packaged and labeled
products for correct labeling [21 CFR 211.188(b)(13)—Form FDA 483
Observation 14]. Of 16 batch production records examined by our investigator,
none contained specimens of labeling and none had any record of examinations

for correct labeling, either prior to labeling (as required under 21 CFR

211.130(d)) or after labeling (as required under 21 CFR 211.134(c)). Our
investigator found examples of reserve samples without any consumer labeling

b A

and at least one instance in which the lot number listed on the batch record for a

remaining at your firm (Benadryl 037 Sugar Free, mislabeled with.Lot Number H-

g Gt JULE i\ ialss b A Uyda

102-JK, which is a lot number for the product Daytime (166) Cold Medicine).
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You have failed to maintain individuai equipment iogs refiecting cieaning and u
ER 211

processing equipment, such as tanks (kettles) and mixers [21 CFR 21

You have failed to establish adequate procedures designed to prevent objectionable

microorganisms in drug products not required to be sterile. There are no written
procedures for microbial testing. Your firm’s deionized water system has never been
qualified and is currently inoperative due to leaks in the system [21 CFR

211.113(a)—Form FDA Observation 13]. —
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6) Master production and control records are not prepared, dated, and signed by one
person with a full handwritten signature and independently checked, dated and
signed by a second person. Master production records are generated from a
computer as electronic records without any apparent controls to assure authenticity
and integrity [21 CFR 211.186(a)—Form FDA Observation 21].

7) You have failed to ensure that all people engaged in the manufacture, processing,
packing or holding of drug products have the education, training and/or experience
required to perform their assigned functions. Various production personnel reported
to our investigator that they had not read procedures relating to their assigned duties
and had not been trained in current good manufacturing practice [21 CFR
211.25(a)—Form FDA 483 Observation 25].

— TN/

4
rts of analysis from component suppliers are accepted in lieu of testing each
nent for conformity with all appropriate written specifications without
lishing the reliability of a supplier's analyses through appropriate validation of
propriate intervals. Personnel reported to our investigator
nalyses for incoming components have ever-been verified
ndent testing [21 CFR 211.84(d)(2)—
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Observation 1)

Procedure #70 Cleaning Sanitization, an

~and Package Equipment (Form FDA 483 Ob

e) Procedure #94 Master Production and
Observation 22)

(o
Ras

11)You have failed to impiement a written program of stability testing that couid be used
to determine appropriate storage and expiration dates. Stability ‘data was not

available for a number of products, including Tussin DM 065, Night—Hme Original - --
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163, Daytime 166, and Benadryl 037 Sugar Free [21 CFR 211.166—Form FDA 483

Observation 29]. You should also be aware that, under 21 CFR 211.137 (h), OTC
drug products with labeled dosage limitations must bear a specific expiration date.

12)Written procedures for production and process controls designed to assure drug
product quality have not been implemented, insofar as no data could be supplied
demonstrating successful process validation for a number of your products [21 CFR
211.100(a)—Form FDA 483 Observation 4]. Examples include Tussin DM 065,
Tussin 080, Sore Throat Spray (Cherry and Menthol), Night Time Original (163),
GingiPlus toothpaste, Daytime 166, and Benadryl 037 Sugar Free.

This letter is not intended to be an all-inclusive list of deficiencies at your facility. As a
manufacturer of human drugs, you are responsible far ensuring that your overall
operations and the products you manufacture and distribute conform to each

requirement of the Act and the regulations.

Other federal agencies are advised of the issuance of all Warning Letters about drugs,
so that they may take this information into account when considering the award of
contracts. They may elect to defer or discontinue payment for any health care product

in violation of federal law.

You should take prompt action to correct these deviations. Failure to promptly correct
these deviations may result in regulatory action being initiated by the FDA without

further notice. These actions include; but are not limited to, seizure, and/or injunction.

o
=3
o
o]
3
3
=
- =
-3
5 Q
S
—
5
5
—
Py
@
o
-

(2]
e}
D
O
O
w
~—
D
o
wm
O 3
D
- |
—
D
Q.
8¢
Q O 0
an D
[ A
Q
-

4]

(®]

Q

=
3¢
(4]

@]
=gl

3
[SVIR¢

Q<
5
x = @ p

o
X
j=a
i
-
i
o
e}
Q
=X
o
) -
5

~ @

O ., =

Qo X

SO
-}

4

-~
D
B 4
L o
-
—

3o

]
=5 ¢
o -
O 0
D
n <
7]
2
-

-
wn
—
D

3

£
- =
(D "
N 3 ¢
»
Q-
3

&
[0}
Q<
2. 0@ ¢
—

— <3

B W
Q™
=l

Q

4
o

D
(@]
Q
3
(D
(@)
ol
(@]
J
w
3

o

J
Q.
¢

3
(@]

J
w =
—

o
D ¢
-0
o
3
ho]

¢
®

:-0-

=)
3
g
)

W ¢
)
)
=
)
o
@)
o
3
D
»}
—
&0

:—@

s o8
(0]
O
o]
3
D~
-
(]
Q o
. <
Q
w ¢xn O
2
a
o)
w
O 0
2
S
by
Q.

o
3

o)
@
o2
®
D
3
3
o
a.
®

e
3
3.

-~

Q
€

5
)
S
>
5
=
a Q
(]
Y]
3
QT

(]
w
= C
—
J
Ll
0
D »n W

3 @
~— ot
0

s 3
)
(@)
]
S

(@}
o)

R

)

3
ot
.
o

). ©Q

)

—h
)
-

- D
o< u

G)
<
s
-
(T
«©)
1=
Q)
=
(@]
w

__:,
F
a)
—
o
7]
:. T
[¢8)
: 8
o
o
&
cr

o
[oV)
[}
<
7]
@]
g
—_
5 O
M
(¢]
CL
@
-
o
T Q
«
a
Q.
@
7

o =

@
)
<
[4)]
=1
3
<
(]
ai
(¢)]

ing a full
f

Q)
3



December 7, 2001

Page 6—Norman Cardinale, Cardinal Enterprises, Inc.
If you have any questions concerning this matter, please contact Mark Lookabaugh,
Compliance Officer at 781.596.7751.

Sincerely,

Gail Costello “Jer
' Director
New England District



