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Division of Dockets Management 
(HFA- 305) 
Food and Drug Administration, 
5630 Fishers Lane, r-m. 106 1 
Rockville, MD 20852 

Re: Docket No. 2005D-0169 

To Whom It May Concern: 

The attached spreadsheet (ASHP’s analysis of the Svarstad criteria) referred to on Page 2 of 
ASHP’s comments on the “Draft Guidance on Useful Written Consumer Medication Information 
(CMI)” was inadvertently omitted from the hand delivered-final version that was couriered to the 
Division of Dockets Management on Tuesday, July 26,2005. This copy was hand-delivered at 
Ellen Tabak” s suggestion because of difficulty and confusion encountered in ASHP’s electronic 
submission on July 25,200s. Unfortunately, the omission of the attachment on July 26’ has 
further contributed to the confusion. 

Therefore, to avoid additional confusion, we also are enclosing in this package a complete copy 
that includes both ASHP’s comment letter and the spreadsheet. 

Sincerely, 

Emily Morris 
Office Manager 
Publications and Drug Information 
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absence. Keystone sample 
Cefaclor CMI merely says 

Source for 8 hours? This 
ears to have been 

PI does not mention moisture 
butdoes mention protecting 
from light. Protection from 
moisture is NOT part of USP’: 

for a “well-closed” 

N-B.: PI contains ?dd~fionsl 
precautionary information 
(e.g., rfsk of heart failure, 
concomitant use with $4 
prus~gfs~in synthase 
inhibitors), which was not 
addressed by criteria. This 
shows the difficulty in 
establishing precise 
minimum (“floor”)-threshofc 
criteria for any given drug, 
particularly since Keystone 
provides latitude in what to 

I. Specific precautions and how to avoid harm while using it 
..I Tell PR or PH if you take any other medications, especially: . . . . . . . . . . . . . 
..2 calcium channel btackew such as verapamil and diitidzem . . . . . . . . . . . . . . . 

include. 
0.9 86.2 X 
6.4 19.5 ] X I 
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Only clonidine, Ca-channel 
blockers (which are covered in 
4.2), and catecholamine- 
depleting agents (e.g., 
reserpine) are listed, but 
precaution should be specific 
like PI not just “other blood 
pressure medicines.” These 
drugs have uses other than 

ertension and th 

nes such as clonidine . . . . . . . . . . . . . . . . . . . . 

PI does not specify per se. PI 
does state that “patients with 
history of arwphyiactic 
reaction (emphasis added) 
a variety of allergens may 
have a more severe reaction 

Ditto. Not precisely supported 
by labefing. Criteria 4.6 and 

93 as soon as possibie so it can be treated . . . . 
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Note that what is considered 
“serious” or “occur frequently” 
is not defined by Keystone. 
Likewise, what is considered 
“reasonably associated with 
the use of %&drug” is not- : 
defined by Keystone, For 
purposes of this analysis, if it. 
was in PI, it generally was 
counted as required even 
though Keystone language 
permits great latitude of 
Interpretation, in cases where 

ntended by Keystone had 
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N.B.: Fainting is not specifiec 
in PI. Although fainting could 
be a consequence of postura 
hypotension, why was it 
chosen when other possible 
consequences that actually aI 
specified in PI (e.g., diuines~ 
vertigo, l ight-headedness)? C 
was fainting listed as a sign 0 

3 slow heartbeat or fainting . . . , . . . . . . . . . . . . . . . . , , . . . . . . . . . . . . . . . . . . . 6.4 20.6 
severe bradycardia? In either 

X 
, 

case, it is not from PI. , 
Were these added as 
examples of signs of CHF? E 

ence is mentioned at eni 

uidelines. In addition VA 
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~.6AskPRarPHifanyqueStionsorconcerns . . . . . . . . . . . . . . . . . . . . . . . . . . . 

Why was adherence so low? 
FDB, Medi-span, ASHP, and 
others include this a boiler- 
plate language. Likely that 
end-user (e.g., pharmacy) 
suppressed. 

Keystone criteria do not 
require mentioning that a 
“longer leaflet written for 
professionals” may be 
requested. Instead, Keystonc 
merely states that consumer: 
should “be encouraged to 

(PI is given as an example) 
The emphasis in the Keysto, _ 
guidelines is that consumers 

o&d be advised that 
itional information is 

Page 7 of 31 



1 black box warning information printed in bold-face type or box ........... 
2 minimal use of italics or ornate typefaces that are hard to read ........... 
3 upper and$ower c&e tettering ...................................... 

4 headings placed on separate lines (not on same line as text) .............. 
5bulletsusedtoenhancereadability ................................. 
5 infomfation is well organized and easy to find ......................... 
‘he followina will be assessed by office staff: 

15.7 
0.9 
w 

4.9 -- 
2 

9.9 

19.2 
a.s-- 
61.6 

Note that most of these 
criteria are open to 
interpretation, even those 
noted as explicit in this 
table, since Keystone stats 
that “written information tt 
is generally emphasis 
added) consistent with the 
language and format 
guidelines set out here am 
in Appendix 0 will be 

understandable and 

Keystone merely states that 
t36W info from PI be 
“prominently displayed,” 
mentioning bold-face type an’ 
a box as “examples” of such 
not as required formats. 

I 

Not specified in Keystone i 
gu~~~n~~ but. likely to 
increase readability. Therefon 
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Does not specify how much 

recommended” when lo-pt 

Ol 

8. .7 adequate space between lines (2.2 mm=oartial: 12.2 mm=full) . . . . . . . . . . * 10.8 2 X 

. . 

.8 used no smaller than IO-point type (lo-point=partU; >t.2-point=futi ) . . . . * 

-9 9ood ink-paper contrast. . . . . . . . . l 
. , . . . . . * . . . . . . . . , . . . . . . . . . . . . . .  26.7 68.3 

Keystone specifies IO pt in its 
Format Guidelines (this is ver 
explicitly stated); 12 pt is 
genera//y (emphasis added) 

the criterion and 12-pt as 

What was defined as full 
versus partial adherence? 
Keystone simply states that 
“black, dark blue, or brown ini 
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8.10 written at 68th grade level (6.1~9th grade=partial; #@h orade=fult) . . . . * X 

Note that even this criterion is 
open to interpretation since 
Keystone states “preferably” 
at the 6-8th grade level. 
Further, Keystone states that 
the “information could also be 
available at higher reading 
levels.” Unclear why 8th grade 
was chosen as full adherence; 
nothing in Keystone to suppon 
this interpretation. In the 
strictest sense, anything that i: 
6th grade or-htgher-would -- _ 
FULLY meet the Keystone * 
criteria as “preferable” not 
“minimaf” standard. Finally, the 
presence of drug names and 
certain unavoidable medical 
coridltion descriptions (e.g,, b 

‘dlanty) in CMIs Gan skew thest 
measures. 
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Why such low adherence? 

stating that it is used to lower 
blood sugar may be more 
meaningful to some patients, 
actually overly simplifies the 
therapeutic rationate for using 
these drugs, i.e., the 
secondary outcomes are far 
more important than lowering 
blood sugar per se. .$imply 
stating that it is used to teat 
diabetes (see 1.4) should full: 
meet the-minimum threshoi+ 
(“floor”) for adherence to a 
statement about the drug’s 

have to be? I.e., is this overl: 

lyj to diet would be 
ise relative to the 

ts this overiy specific? E.g., 
wili patient understand what 
“non-ins&in dependent or typ 
2 diabetes” is? Can it be 
confusing since some type 2 
diqbetics wilt require insulin _” 
occasionaily for coirection 
symptomatic or persistent 

Note that criteria 1.4 & 1 A- 
1.8 are alf included in a 
SINGLE summary/overview 
statement of Indication and 
Usage in PI. Cresting 
separate criteria for each 
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Note that Contraindication 
about ketoacidosis was 
om@ted in criteria. This 
shows the diff@ulty in 
establishing precise 

PI does not mention cross- 

beeri associated with serious heart problems. 

This warning in Pi in based or 
old controversial UGDP data; 

PI does not specify; not 
Keystone required’in such 
absence. Keystone sample . -: 
Gefaoior CM1 me&y says 
“Follow your doctor’s or 
prescriber’s advice about how 
to take.” Could be dangerous 

atient would not 

Page 13 of 31 



PI recommends taking with 
food; therefore, criterion is 

3 May take with or without food . . . . . . . . . . . . . . . . _ . . . . . . . . . . . . _ . . . . 
4Ifyoumissadose,takeitassoonaspossible . . . . . . . . . . . . . . . . . . . . . . . 

30.5 
0.9 

54.5 
82.4 X 

X incorrect. 

Source for 8 hours? This 
appears to have been 
determined arbitrarily (e.g., SC 
that a specific time could be 

5 Skip missed dose if next scheduled dose is less than 8 hours away I . ~ . , . . 
6Donotdoubteuportaketwodosesatthesametime . . . . . . . . . . . . . . . . . 
7 Regular testing of blood glucose is important . . . . . . . . . . . . . . . . . . . . . . . 
8 Important to follow proper diet and exercise program . . . . . . . . . . . . . . . . 

80.6 2.1 
1.8 81.2 
1.2 49.9 

28.7 54.3 

X included); not evidence basec 

PI does not mention moisture 

iivising.patie*ts of risk- 
nefits for gfyburide versu 

th&apiss, additional 

ia. tnrs, show& the .- 
ii%ltyin sstsbtl&hing 
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4.2 aspirin products . . . . . . . . . . . . . . . . . . . . . . . . . , . . . , . . . . . . _ . . _ . _ . . . . 

4.3 anticoagulants (or blood thinners) . . . . . . . . . . . . _ . . . . . , _ . . . . . . . . . . . 

..g May increase sensitivity to sun; reduce exposure to sun . . . . . . . . . . . . . . . 

0.3 

26.4 

0.3 
26.7 

0.6 
0 

50.1 

X 

? 

PI does not specify ASA. 
Instead, it says salicylates an 
NSAIDs. Therefore, a more 
precise criterion would be to 
list “aspirin” as an example of 
one of these classes. Also, 
why was ONLY ASA specifiec 
particularly since the classes 
are not mentioned? 
N.B.: Only applies to oral 
anticoagulants; modifier is 
missing in criterion. 
Only oral miconazole listed in 

X PI. 

Diuretics and corticosteroid 
are only 2 of several classes 
drugs specified in PI as 
causing hyperglycemia. - 

1 Ditto. 
1 
I 

PI merely states under 
Adverse Reactions that 
photosensitivity has been 
reported with sulfonytufeas; 
there Is no assooiated 
precautionary information 
(e.g., no specific precaution 
about avoiding sun exposure: 
Afthough this is good advice, 
exceeds professional Itibeting 
which should represent the 
threshold criterion for 
adherence. 
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ible 6. Percent of leaflets with partial or full adherence to sub-criteria: GLYDURIDE (n= 341) 

fteria l-6: Information is sufficiently specific and comprehensive 
Symptoms of serious or frequent adverse reactions and what to do 
1 May cause low blood sugar or hypoglycemia, . . . . . . . . . . . . . . . . . . . . . . 

Optional Keystone Not specified in 
Explicit required Criterion or Open to Keystone Criteria 

%  partial %  full Keystone Criterion Interpretation &/or Labeling Comments 

1.6 61.5 X 

2 To heip prevent, do not miss meals or drink alcohol . . . . . . . . . . . . . . . . . . 
3 Some symptoms of low blood sugar: fast heartbeat, sweating, 

68 23.5 X ? 

Note that PI mentions other 
conditions (e.g., severe 
[whatever that means?] or 
prolonged exercise, 
concomitant use of other 
glucose-lowering drugs) that 
could exacerbate. How wou 
CMI adherence have been 
measured if it included the:- 
conditions rather than those 
chosen by the study? 

xnors, headache, confusion, nervousness [fist 31.. . . . . . . . . . . . . . . . . . 2.3 

On what basis was listing 3 
detemfined to meet full 
adherence to criterion? In 
addition, while PI stated that 
patients should be advised c 
both the symptoms and 
treatment of hypoglycemia, 
none of these specific 
symptoms is given 
PI states “oral glucose” not 
“quick-acting sugar.” Would 
consumer even know what 

Page 16 of 31 



C
 

D
C

 

: 
1 

: 
.; 

. 
.: 

: 
I 

: 
i 

: 
: 

. 
! 



. . ..~..... 

Pharmacologic class not 
required nor even mentioned 
by Keystone; not included in 
Keystone sample Cefaclor 
CMI. In addition, this would be 
meaningless to most 
consumers; even health 
professionais would have 
difficulty with this class 

4 drug class: HMG - CoA reductase inhibitors . . . . . . . . . . . . . . . . . . . . . . . _ . . 0 50.1 X descriptor versus “statin.” 
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5 used to lower cholesterol levels . . . . _ . . . . . , . _ . . . . . . . . . . . . . . . . . . . . . . . 
8 used in persons whose cholesterol levels cannot be controlled with 
‘oper diet, exercise, and weight loss if overweight. . . . . . . . . . . . . . . . . . . . 

1.2 87.2 

1.2 0.9 X 

N.B.: PI decsribes 5 other 
indications, but these all 
involve cholesterol lowering. 

How detailed does indication 
have to.be? I.e., is this overly 
specific? Also, PI “indications 
and Usage” section only 
specifies adjunct to diet not 
exercise & weight loss. (N.B.: 
stating that it is used in 
addition [i.e., acijunctively] to 

relative to the PI.) N.6.: \ 
Exercise and weight reduction 
are mentioned under the PI 
“Precautions” section but not 
in the context of “Indications 
and Usage,” which is thePI 
section serving as the basis fc 

Contraindication for active 
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N.B.: Why were major 
surgery and uncontrolled 
seizures chosen? PI also 
specifies severe acute 
infection; hypotension; traumi 

and severe metabolic, 
endocrine, and electrolyte 
disorders). How would 
adherence to this criterion 
have been judged if any of 
these were specked in CMI 
instead? Seems like an 
instance where “list 2” or som 
other number would have bea 

sence. Keystone sample 

the drug at “any time of the 

Source for 8 hours? This 
appears to have been 
determined arbitrarily (e.g., SC 
that a specific time could be 

5 Skip missed dose if next scheduled dose is less than 8 hours away. . . . . . . . . 47.2 39.1 
~Donottaketwodosesatthesametime(or:doubleup) . . . . . . . . . . . . . . . . . 99 84.8 
7 ChalQsterOl levels should bQ mOnitOrQd 011 a rQgUlar bSSi.5 . . . . . . . . . . . . . . . 21 6.7 

X 
X 

X included); not evidence basec 

PI only specifies diet not 
9 Important to continue proper diet and exercise . . . , . . . . . . . . . . . . . . . . . . . . 40.5 34.7 X exercise. 
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3 Store at room temperature, away from excess heat and moisture . . . . . . . . . . . 48.4 34.4 X 

PI does not mention moisture 
Protection from moisture is 
NOT part of USPS definition 
for a “well-closed” container. 

Specific precautions and how to avoid harm while using it 
I Tell PR or PH before taking any other medications, especially: . . . . . . . . . . . 84.8 0.9 

Note #at Pi’s handling of this 
is confusing. Cyclsoporine is 
never given as an example of 
immunosupressive drug; 
instead, both are described 
distinctly. Therefore, 
“especially cyclosporine”‘in tha 

! fmmunosuppressants, especially cyclosporine (Sandimmune) . . . . . . , . . . . . 
criterion is interpretive not -. 

0.9 23 X ? explicit. 
. N&3.: PI does not specify 

gemfibrotil; instead, fibric acic 

N.B.: Only therapeutic doses 
not supplementat doses are 

ecified in PI. could confuse 
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How was adherence to “on a 
ular basis” determined? 

Malaise, like fever, is 
desdrlbed in PI inJh6 context 
of muscle symptoms not as a 

ptom alone. I.e., it, like 
r, should be a modifier in 

According to PI, jaundice was 
reported in only one patient in 
clinical trials. Principal Mbati 

N.B.: The only effects 
described in PI as “thought to 
be related to atorvastatin” wer 

Page 22 of 31 



Causality not specified and n 

6diarrhea............................................,......... 2.6 
“p” value relative to placebo il 

34.4 X listed. 

Causality not specified and nc 
“p” value relative to placebo i! 
listed. In fact, except at 20-m! 
dose, headache occurred 

7headache......................................,....,......... 0.6 3.8 X more commonly with placebo 

Causality not specified for 
nausea. Unclear why PI says 
that dyspepsia, is thought to b 
related to atorvastatin when 

Keystone Criterion 
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er of thesesw.m2es but 

efined “floor” for -- 

Although Keystone specifies 
inclusion of trade names, it 
does not specify how many to 
include. Therefore, 
determinant for full compliant 
with this criterion is not define1 
by Keystone, i.e., open to 
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Pharmacologic/chemical clas 
not required nor even 

.4 drug class: nitrates . . . . . . . . . . , . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 1.5 47.2 

.5 used to relieve or prevent symptoms of angina (chest pain) . . . . . . . . . . , . . 4.7 82.8 X 

mentioned by Keystone; not 
inciuded in Keystone sample 
Cefaclor CM other than in 

X context of cross-sensitivity. 

.3havesevereanemia............................................. This is a contraindication in 

Discrepancy in Pk. 
NitroCwiek ~ub~~nguaf tabiets 
PI states that the n&sing 
precaution applies only to, 
&lTRAVENOUS nitroglyeeG z-e6 
NitroStat PI does not indud& 
this modifictaio~. Another 
kxample of inconsistencies in 
FDA-approved professional 
labeling for the same drug ant 
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yphyiaxis) is omitted 
criteria. Why? This i 

vant to the patient and 

mittsci. Precaution to not 

PI for sublingual tablets does 
not specify. The only 
information relative to 5 
minutes is that a second tabk 
should be taken if relief is not 



criteria adherence 
determinations? Several 
other drug interacltions 
mentioned in NWostat but 
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4.7 other heart medicines. . . . . . . . . . , . . . . . , . . . . . . . . . . . . . . . . . . . . . . . , . . . 0.3 0.6 X 

The only other heart medicine 
mentioned in Pi are other 
nitrates, beta-blockers, and 
calcium-channel blockers. 
Therefore, this criterion is too 
broad (nonspecific) as written 

Although this is in sildenafil P 
it is not in NitroQuick or 
NitroTab Pls; in fact, it is 
missing from most.Pis for 
nitroglycerin. It is in Nitrostat. 
Such inconsistencies and 
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5.9nauseaorvomiting............................................ 51.3 23 

Why were these signs of 
marked sensitivity to 
hypotensive effects singled 
out? What if CMI had inolude 
others (e.g., excessive 
sweating, pallor) instead? 
Signs described in 5.5 are par 
of PI description of this effect. 
Therefore, whv 2 criteria? 

6. General information end encouragement to ask question& 
I I I I I I 

! 
PI does not specify; not 
Keystone required in such 
absence nor included in 
Keystone sample Cefaclor 

6.1 .Keepall medicines.away.from.children . . . . . _ . _ . . . . . . . . . .._. . .-. . . . + . <. . -. - -1.5 31;Q .$ _ -x .~GMf. F 

6.2Donotgivethismedicinetoothers . . . . . . . . . . . . . . . . . . . . . . . . . .._._... 0 16.6 X 
6.4 Leaffet states that it does not include ail uses, precautions, interactions, I 

.I 

.I, i I Optional KeystoM Not spedfled in 
Explicit required Criterion or O@en to KeystoneCriteria I 

7.2 no unaoproved uses are fisted lsee 1 .O for aOproved uses) , . . . . 1. . . . . . . . . . be customized. 

.2 minimal use of italics or ornate woefaces that are hard to read . . . . . . . . . . 1.8 196.51 X I /See Atenolol. I 

.3upper and lower case lettering. . . , . . . . . . . . . . . . . . . . . . , . . . . . . . . . . . . . 

.4 headings placed on separate lines (not on same line as text) . . . . . . . e . , . . . . 
5 bullets used to enhance readability. . . . . . . . . . . . . . , . . . . . . . . . . . . . . . . . . . 
.6 information is well oraanized and easv to find . . . . . . . . . . . . . . . . . . . . . . . . 

,3,8 90.3 
20.9 31.3 
2.4 5 
15.1 67.5 

See Atenolol. 
? See Atenolol. 
? See Atenolol. 

See Atenolol. 
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