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Letters to the Editor
Carbon monoxide poisoning and risk for ischemic stroke

Keywonds:
Carbon monaxide
Potsoning

Cohort study

To the Editor

interest the paper in Ewopmn}ou;r’”
Kaoand co-workers examining”"”

Database. In essence, patients ex potsoning during a 13-
year period were identified, mart w2 controls, and the database
searched for subsequent new diafnoses that occurred in the CO-
poisoned popuation in excess to those seen in the cohort, The paper re-
ported an increased risk for ischemic stroke following CO posoning,

We subsequently identified four more CO publications from Kao's
group in other joumals published in 2015, using the same research
modd and database [2-5). One reported Increased risk of thromboem-
bolic discase following CO poisoning one cardiac arrhythmia, one
Parkinson disease, and one peripheral artery disease. All of the papers
had similar formarting.

It seemed unusual that one would query the same database in the

Contents lists available at Science Direct

European Journal of Internal Medicine

It seemed unusual that one would query the~"

same way, find five conditions assomtgct“ -

them in five individual manusce~ q

would be combined in on @)

Kao, is the same p»= *\‘\\‘

commg froo' o s Health Services Ad-
% mology/Oncology, and Internal

son describing the association of two different conditions.
wrnples of the associations include gall bladder polyp/stroke, irmtable
bowel syndrome/erectile dysfunction, neonatal urinary tract infection/
childhood allergic rhinitis, COPD/dementia, and allergic rhinitis/
intracranial hemorrhage. Kao served as senior author to sixty different
primary authors in 2015, each of whom published from one to twelve

111 Lin OW, (hen WK Hune DZ Chen YW. Lin QL Sure FC et al Assocls BT

papers. The primary author’s departmental affiliation was often unrelated
to the organ system discussed.

This research appears to be templated and not hypothesis-driven. It
seems unhelpful to the clinican trying to read the literature to have an
investigator publish 150 manuscripts from one study model, each de-
scribing two conditions that were assoclated in an insurance database,
often with no apparent connection. Across all of these CO assodation
papers noted, we are wary of the data supporting these specific
conclisions

( EI#EEX B European Journal of Internal Medicine#diik )
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Abstract

Background

There is little information about the association between stroke and kidney diseases. We
aimed to investigate the impact of stroke on long-term renal outcomes.

Methods
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urning idea into a research Question

%?Egﬁgﬁ (Clear research aim, rationale, hypothesis)
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M. CKD as a Risk Factor for Stroke
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Stroke and CKD share similar cardiometabolic (/Ui S risk factors.
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Abstract

Full text [] Risk of incident chronic kidney disease and end-stage renal disease in patients with psoriasis: A

nationwide population-based cohort study.

:';2!::“"" dates Chi CC, Wang J, Chen YF, Wang SH, Chen FL, Tung TH. G 00 g I e sSC h (@) | ar ,%Eb% 2

0 J Dermatol Sci. 2015 Jun;78(3):232-8. doi: 10.1016/j.jdermsci.2015.03.012. Epub 2015 Mar 30.
[ e PMID: 25862150

Go 8[@ — : . - Epidemiology study,
L9

stroke incident CKD taiwan population

cross-section study

- NHILD study, subsequent

= M2~ 222 . stroke incidence CKD taiwan population
a1 == = = !
- ESRD (no excluded CKD
ZEIEIEEE BT MREESPIT (ER)NER . JERAEMESAE IREESESE -
Risk factors and incidence of ischemic stroke in Taiwanese with nonvalvi h iStO ry)

FIERSRS fibrillation—a nation wide database analysis
2015 L8 LY Lin, CH Lee, CC Yu, CT Tsai, LP Lai, JJ Hwang... - Atherosclerosis, 2011 - Elsevier
2014 L& plays a more important role in ischemic stroke Iin Taiwanese with AF and the incidence is lower.

. A substantial number of ischemic strokes cannot be accurately predicted by current risk schemes ...
2011 Ll The aim of the present study was to assess the risks that causing stroke in a group of
ErTEE WSIFA T3 HEEwE =IHE6EMREF SIE BT BTE==EE

i Association of estimated glomerular filtration rate and albuminuria with all-cause and
EIEAELHEE

cardiovascular mortality in general population cohorts: a collaborative meta- ...
EHEIEERE Chronic Kidney Disease Prognosis Consortium - The Lancet, 2010 - Elsevier

Cardiovascular mortality was defined as death due to myocardial infarction, heart failure, or stroke,
or sudden  cause of death since it is the leading cause of death in individuals with chronic kidney

S = AT A disease. 7. ... Taiwan 3, Taiwan, 367 093, 42, 50%, 0, 24%, 3%, 14%, 18%, 5%, 84, NA _..
ESAETER WEIFA 1263 % HEEXE 212 @AE SR e BErESBEE
EsTEsTEs

Chronic kidney disease and cardiovascular disease in a general Japanese population: the
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N Hypothesis - Qualitative Data -

F 7 % % Study population
(1) FHEZEFFHEL

(2) 4~ E (ARG P ICD-9or 4
ATCHBOr kol /8) (& T &)
100% & * 4k

Q) # i # Exclusion:(& s § P
ICD-9 or# 4 ATC#Bor Fuk #) (3
FZRK)

(4) p %75 2 Exposure (X):

I.  Exposure:
Stoke:
ischemic (ICD-9-CM 433-
438) hemorrhagic (ICD-9-
CM 430-432)

[I.  Non-Exposure:

Non-stoke population

fie ¥4+ % #ic Matched case-control: (1:m=>» m=)

(Ex: Age, gender, year of diagnosis....)

i

[ ] b & &

~

St 4] % #Confounder:

Primary Outcome (Y,):

CKD (ICD-9-CM 580-589)
Secondary Outcome (Y,):
ESRD (ICD-9-CM 585 585.1)
Third Outcome (Y ):

Death (IDA#%7 3P #»-= > ™
%)

Censored: (2% p #)

(B 5 F 3P ICD-9 or ¥ #ATC
mBor kol 8) (O & 2 &)

#3n

End-point criteria:
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Stroke CKD
P82 +{EB% ICD9: 430-438 P82 +{EB% ICD9: 580-589
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Chronic
kidney
disease




Exclusion criteria:

Stroke
P52 +{£F5% ICD9: 430-438 REAEHE (20005-20125)
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Cohort Study:

)~ 7725
(15.19%)

14,359
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Risk factor for CKD:

, Gender, Visit frequency

Chronic
Kidney
disease
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Il.
Non-stoke population

3 # % Study population
(1) FHREEETHE

(2) (AR F P ICD-9 or¥
ATCrgOr ek 78) (F 5 T &)
All population

(3) #f ik * Exclusion:( 5 F
F T R)

- history of CKD (ICD-9-CM codes
580-589) before the index date
- aged less than 18 years

(4) A %78 2 Exposure (X):

EXxposure:

Stoke:

ischemic (ICD-9-CM 433-
438) hemorrhagic (ICD-9-
CM 430-432)
Non-Exposure:

fe ¥t¥7#1 % #ic Matched case-control: (1:m=> m=4)
(Ex: Age, gender, year of diagnosis....)
Age, gender, year of index

i

[ ] 45 20004~ 2012 &

~

2t 4] % #iConfounder:

1. Income

2. Urbanization

3. Hypertension (ICD-9-CM code 401 to 405)
4. diabetes mellitus (ICD-9-CM code 250)

5. hyperlipidemia (ICD-9-CM code 272)

6. endocarditis (ICD-9-CM codes 063-42,
074-22, 039-20-039-24, 098-84, 112-81,
115.-04, 115-14, 115-94, 421-0-421-9, 424.9)

7. atrial fibrillation (AF, ICD-9-CM code 427-31)

8. ischemic heart disease (CAD)(ICD-9-CM
codes 410-414)

9. congestive heart failure (CHF; ICD- 9-CM
code 428)

10.peripheral artery occlusive disease (PAOD;
ICD-9-CM codes 443-444).

Primary Outcome (Y,):

CKD (ICD-9-CM 580-589)

Secondary Outcome (Y,):

advanced CKD (ICD-9-CM

585 585.1)+EPO (ATC: )

Third Outcome (Y3):

Death (ID#7 P >~ » &

%)

Censored: (2% p #)

(& & 3P ICD-9 or¥ $ ATC

FBor kel £8) (M & T &)

C ==

® Death is a competing
risk of Y4, Y,

End-point criteria:
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The Free Encyclopedia S :

From Wikipedia, the free encyclopedia
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Metformin use and mortality in patients with advanced
chronic kidney disease: national, retrospective,
observational, cohort study

Szu-ChunHung, Yu-Kang Chang, Jia-Sin Liv, Ko-Lin Kuo, Yu-Hsin Chen, Chih-ChengHsu, Der-Cherng Tarng

supporting  existing precautions was maintain a packed-cell volume not exceeding 36%.
inadequate, metformin was prescribed to patients ek S il e R il e
Taiwan without renal contraindication until 2009, whef  primary diagnosis of chronic kidney disease (ICD-9
its use was restricted by the Taiwan Food and Druf codes 016.0, 042, 095.4, 189, 223, 236.9, 2504, 2714,
Administration to men and women with serun 2741, 403404, 440.1, 442.1, 446.21, 4473, 572 .4, 580-589,
creatinine concentrations of less than 133 pmol/L an 590-591, 593, 642.1, 646.2, 753, and 984) and those who
less than 124 pmol/L, respectively. This delay in changin®s i . S

e 2 diabetes. However, use of Lancet DiabetesEndocrinol 2015
e of the perceived risk of lactic  published online
lerate chronic kidney disease. Jure18 2015
¢ kidney disease are lacking. nftp//dxdoiorg/10.1016/

. 52213-8587(15)00123-0
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Study flow-chart

A cohort randomly sampled from
people enrolled in NHIRD
(n =~ 1,000,000)

Newly diagnosed stroke (ICD-9-CM
430-438) between 2000 and 2012
(n = 62,273)

Subjects without stroke
(n=907,142)

Using the same
Excluded patients” exclusion criteria
as control cohort

Selected normal controls met the same
exclusion criteria from the database
1:2 randomly frequency (n = 66,902)

matched with age, sex, CCI

Stroke cases without chronic kidney
disease at baseline (n = 33,451)

score and index year

Total 100,353 stroke cases and control subjects in the study cohort

Follow-up until diagnosis of chronic kidney diseases or the end of 2012




Table 1. Comparisons in demographic characteristics, comorbidities, medications and clinical outcomes in subjects with and without stroke.

Variables® Before frequency matching Frequency matched
Non-stroke Stroke P Non-stroke Stroke Total cohort P StD°
(n=636,098) (n=50,857) | value® (n =66,902) (n=33,451) (n =100,353) value®

Sex

Female 330,567 (51.97%) 24221 | <0.001 32,104 (47.99%) 16,052 48,156 (47.99%) | 0.99 0.00
(47.63%) (47.99%)

Male 305,530 (48.03%) 26,636 | <0.001 34,798 (52.01%) 17,399 52,197 (62.01%) | 0.99 0.00
(52.37%) (52.01%)

Age, years 40.76 + 14.95 64.53+13.76 | <0.001 58.71+12.78 58.71+12.78 58.71+12.78 | 1.00 0.00

Age stratified

<50 472,524 (74.28%) | 7,682 (15.11%) | <0.001 14,760 (22.06%) | 7,380 (22.06%) 22,140 (22.06%) | 0.99 0.00

50-64 116,514 (18.32%) 16,045 | <0.001 29,622 (44.28%) 14,811 44 433 (44.28%) | 0.99 0.00
(31.55%) (44.28%)

=65 47,060 (7.4%) 27,130 | <0.001 22,520 (33.66%) 11,260 33,780 (33.66%) | 0.99 0.00
(53.35%) (33.66%)

Clinic visit frequency®, 2.87+9.59 15.75+20.93 | <0.001 20.05 £ 25.66 27.75+25.25 22.61+25.78 | <0.001 | 0.30

visits per year

Comorbidities at baseline

Hypertension 75,033 (11.8%) 25,456 | <0.001 18,813 (28.12%) 15,447 34,260 (34.14%) | <0.001 | 0.38
(50.05%) (46.18%)

Diabetes mellitus 49,704 (7.81%) 14,515 | <0.001 11,978 (17.9%) | 7,548 (22.56%) 19,526 (19.46%) | <0.001 | 0.12
(28.54%)

Hyperlipidemia 86,218 (13.55%) 18,499 | <0.001 18,205 (27.21%) 12,114 30,319 (30.21%) | <0.001 | 0.19
(36.37%) (36.21%)

Gout 59,657 (9.38%) 11,266 | <0.001 10,678 (15.96%) | 6,947 (20.77%) 17,625 (17.56%) | <0.001 | 0.12
(22.15%)

CAD 32,589 (5.12%) 14,276 | <0.001 9,359 (13.99%) | 7,317 (21.87%) 16,676 (16.62%) | <0.001 | 0.21
(28.07%)

CHF 8,386 (1.32%) 4,590 (9.03%) | <0.001 2,462 (3.68%) 1,773 (5.3%) 4,235 (4.22%) | <0.001 | 0.08

AF 2,059 (0.32%) 1,830(3.6%) | <0.001 685 (1.02%) 758 (2.27%) 1,443 (1.44%) | <0.001 | 0.098

Endocarditis 388 (0.06%) 170(0.33%) | <0.001 68 (0.1%) 90 (0.27%) 158 (0.16%) | <0.001 | 0.04

PAOD 7132 (1.12%) 2,320 (4.56%) | <0.001 1,676 (2.51%) 1,211 (3.62%) 2,887 (2.88%) | <0.001 | 0.06

Charlson's comorbidity

index score

0 460,351 (72.37%) 22,600 | =<0.001 37,756 (56.43%) 18,878 56,634 (56.43%) | 0.99 0.00
(44.44%) (56.43%)

1-2 143,069 (22.49%) 21,864 | <0.001 26,554 (39.69%) 13,277 39,831 (39.69%) | 0.99 0.00
(42.99%) (39.69%)

>3 32,678 (5.14%) | 6,393 (12.57%) | <0.001 2,592 (3.87%) 1,296 (3.87%) 3,888 (3.87%) | 0.9

http://journals.plos.org/plosone/article?id=info:doi/10.1371/journal.pone.0158533
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Variables | Subjects without stroke Subjects with stroke Siroke cohort vs, Hon-stroke cohort | Pualue for

| | interaction®
Event, Pergon-  Incidence™ Ewent, Person-  Incidence”  cHR P aHR aHR P
n years n years (95% | walue (95%CI (95%CI) wvalue
ciy Model  Model
¥ 1 ¥ 1 - 1 * ] * 1“ . f" 1 ¥
Owverall for CKD | 3,885 | 4265128 | 9.06(8.78 3578 2044601 175(16.93 1.92 | =)0 143 1.45 20,001
-5.35) -18.07) | (184 (136 | (138
| | | | | | | —2.01) | | -1 -1EE) |
o . _ . | | | | | | | | | 013
Female 1699 | 2103464 | BOB(TES | 1504 1021427 | 1472 182 | <0.001| 137 140 | <0001
-B.48) (13.08 {1.69 {1.28 {1.30
_ _ _ | | | -1547) | -1.88) | =148 -1.50) | _
Male 2,166 | 2161664 | 1002(06 2074 1023174 2027(194 201 <0001 146 148 | <0001
=10.44) =21.14) {1.89 1.37 (1.39
. ! . . . | | -2.14) | | -158 | -1.58) | .
Stratity age | _ , _ | _ | , _ | . | <0001
<50 375 | 1028556 365(3.28 | 488 | 50,1010 6.34(B48 | 253 <0001 161 162 | <0001
—4.01) -10.149) 221 {1.a7 {1.40
| | | ] | ] | —2.8) | | -188) | -1.88) | |
50-64 1679 2008694 | B36(7.96 1589 055198 1664 198 | <0.001| 142 144 | <0001
=5.78) (15.82 {1.85 {1.32 {1.34
. _ . _ | | 1748 | -2a2) | | -183) 188 | ,
=65 1811 | 1227877 1475 | 1521 588302 2585 175 | <0001 135 136 | <0.001
(14.07 (2455 | (1.64 (es | (127
| | | -15.43 | | | -27.15) | -1.88) | | -145) | -1.46) | |
Comaoridities 0.03
atbasoling’ | | | | | | | . | | | |
0 1437 | 2331801 | 616(584  BI5S  B4B626  126(11.74 204 | <0001 147 150 | <0001
-6.48) -1347) | (187 a3 | (137
| | | ] 1 ] | —2.23) | | -lg2) | -1.64) | |
12 1,666 | 1451714 | 1148 | 1773 1001668 177(1688 153 | <0001 138 137 | <0001 Wu CL, Tsai CC, Kor CT, Tarng
1 =18. K 1. 4 H
. _ | f2om | _ | S [Sen Erikry . DC, Lian IB, et al. (2016) Stroke
=3 THZ | 48,1523 | 1582147 | 990 | 30,6406 | 2497 156 | <0001 148 140 | <0.001 and Risks of Development and
-16.95) (23.42 {1.43 {1.34 (1.35 : ; :
2653 | -173) | | 1w | -isd) | Progression of Kidney Diseases

and End-Stage Renal Disease: A

Abbreviations: AGE|, Angaotansin-corveting-anzyma inhibitor; AF, atdal fibrillation: aHR. adjusted hazard ratie; ARB, Anglotansin Il receplor blocker, CAD, . . .
o Nationwide Population-Based

coronany atery disease; SCI, Charlson's comoridity indax; CHF, congestive heart fallwne; cHR, creda hazard ratlo; CI, confidence interval; CKD, chronlc

kidnay disease; NSAIDs, Non-slemidal antiinflammatery drsgs: PADD, paripheral arery occhusive disease. Cohort Study. PLoS ONE 11(6):
:J#HWLW’T!&‘:HM e0158533.

ncidence rabe, per 1, PErSon-yaan. T :
aw Sl o P — — in, CAD), GHE, s, PAOD, AF md goul) snd d0|..10_.1371/Journal.pone.0158533_
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Cumulative incidence of CKD (%)

No. at risk
Non-stroke

Stroke

Cumulative incidence of ESRD (%)

No. at risk
Non-stroke

Stroke

301

-=-- Non-stroke
— Stroke
Log-rank test: P value < 0.001

Years of follow-up

54959 44741 34742 25401

27138 21584 16365 11659

--- Non-stroke
— Stroke
Log-rank test: P value < 0.001

10

16218
7167
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Years of follow-up

2 4 6
1818 1191 745
1860 1235 737

410

425

10

144

173

12

23

301

--- Non-stroke
— Stroke
Log-rank test: P value < 0.001

Cumulative incidence of
progression to advanced CKD (%)

0 2 4 6 8 10 12
No. at risk Years of follow-up
Non-stroke 3397 1814 1193 748 412 143 3
Stroke 3166 1868 1244 743 426 173 25

Wu CL, Tsai CC, Kor CT, Tarng DC, Lian IB, et al. (2016) Stroke and
Risks of Development and Progression of Kidney Diseases and End-
Stage Renal Disease: A Nationwide Population-Based Cohort Study.
PLoS ONE 11(6): e0158533. doi:10.1371/journal.pone.0158533
http://journals.plos.org/plosone/article?id=info:doi/10.1371/journal.pon
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Reviewer comments: 738 7 #rebuttal

Comment 1. Misclassification is always a concern when using databases
collected for general administrative purposes. Has an investigation been
conducted verifying the definition of stroke and CKD

Reply:

53 Table. Risks of incident CKD with respect to defining CKD at intervals of 90, 180 and 365 davs

Subjects without stroke Subjects with stroke Stroke cohort vs. Non-stroke cohort

Event,n  Person-vears  Incidence®* Event,n DPerson-vears  Incidence® cHR (95%CI) Pvalue aHR®(95%CI) P value

5.88 10.64

90 days 2530 430.056.0 2225 2091171 182(1.72-193) <0001 171(1.60-182) <0.001
(5.65-6.11) (10.2-11.08)
8.18 13.24
180 days 3486 4259092 2733 2064934 162(154-171) <0001 153(145-161) <0.001
(7.91-8.46) (12.74-13.73)
9.0 1547
365 days 3697 4086313 2986 1930155 162(1.54-1.70) <0001 144 (137-152) <0.001

(8.76-9.34) (14.92-16.03)




Comment 2: Using codes for CKD has issues with validity and reliability. Without
measures of serum creatinine (for estimated GFR) or albuminuria, this study is quite

limited to investigate this problem.

. L
Reply. ﬁjibﬁ:‘%‘%’(% R /\F‘i& :éf’f-‘i’ EP ?:ﬁ'ft %g%ﬁﬁpq%—}{@{.ﬂ'g validation:

WHA__EFE O BRaHI I FEAH FHEC I ERSBRETRA o4 2013-2015 icd-9=580-585

B O EEEG B T35 /MVPN ¢ _ 7388/66318 CKD according icd-9 code

B L. TES4E £ - outlook( 8 T 4428 143843 ) [12. T &P|EF - 3 B AAR yes o Total
—~HERAHREMN S FEC >=60 5970 68 6038

Fan c Mengs W2 E8 D2 TH0RKEHeaesess serassas |COIR <60 3581 1179 4760

BERbEAR ¢ 2013.01.01 ~_ 2015.12.31 Total 9551 1247 10798
= BREAAGEH Sensitivity= 24.77% (1179/4760)

Wl 5554 Specific= 98.87% (5970/6038)

positive predictive value =94.55%(1179/1247)

2 BRus, 1009 ° 016.00.095.40,189.00, 189.90,223.00,236.91,250.40,271.40,274.10,28 _ o
negative predictive value=62.51% (5970/9551)

403.01,403.11, 403.91. 404.02. 404.12, 404.92. 404.03, 404.13, 404.93, 440.10. 442.10, 447.30, 572.4

580.40,580.80. 580.81. 580.89.580.90, 581.00, 581.10,581.20, 581.30, 581.80.581.81. 581.89. 581.vu,

582.00, 582.10, 582.20, 582.40, 582.80, 582.80. 582.89. 582.90, 583.00, 583.10, 583.20,583.40. 5t Chronic kidney disease

583.80, 583.81, 583.89, 583.90, 534.00, 584.50, 584.60, 584.70, 584.80, 584.90, 585.00, 586.00, 5t The CKD cohort comprised patients who were newly diagnosed with

588.10,583.90, 591.00,642.10,642.20,753.12, 753.13,753.14,753.15,753.16,753.17.753.19.75  CKD between 2000 and 2005, identified by following the approach of
a previous study that classified patients with ICD-9-CM codes for
one or more inpatient visit or two or more outpatient visits within
1 year as having CKD.?” To ensure the accuracy of the CKD
diagnostic codes, we validated them by using the standard definition
of CKD (estimated glomerular filtration rate <60 mlmin~" per
1.73 m?, microalbuminuria, or overt proteinuria) and a data set from
one regional hospital. We studied 800 patients with CKD diagnosis
codes from January 2010 to December 2010 and verified the codes of

Lin, M. Y., Chiu, Y. W., Chang, J. S:, |7in1 H. L., Leg, C.T p-’ Chiu, G. 790 of these patients by examining serum creatinine and urine
F., ... & Hwang, S. J. (2015). Association of prescribed Chinese herbal protein data. The positive predictive value of using the ICD-9-CM
medicine use with risk of end-stage renal disease in patients with codes for CKD was 90.4 (714 of 790). and the CKD of most patients

chronic kidney disease. Kidney International, 88(6), 1365-1373. was categorized as stage 3—5 (99.6%, 711 of 714). The date of the first

e




Reply: Propensity score analysis

Stroke cohort vs. Non-stroke cohort

Variables 2 5
aHR*® (95% CI) P value aHR" (95% CI) P value
Overall for CKD 1.5(1.43,1.57) <.0001 1.49(1.42,1.57) <.0001
Sex
Female 1.46(1.36,1.57) <.0001 1.45(1.35,1.56) <.0001
Male 1.53(1.43,1.63) <.0001 1.53(1.43,1.63) <.0001
Stratify age
<50 1.64(1.41,1.91) <.0001 1.68(1.44,1.94) <.0001
50-64 1.46(1.35,1.57) <.0001 1.46(1.36,1.57) <.0001
>65 1.46(1.36,1.57) <.0001 1.46(1.36,1.56) <.0001
Comorbidities at baseline
0 1.59(1.48,1.7) <.0001 1.6(1.49,1.71) <.0001
land?2 1.51(1.41,1.62) <.0001 1.49(1.39,1.6) <.0001
>=3 1.51(1.23,1.85)  <.0001 1.5(1.22,1.83) 0.0001
Stratify propensity score
Q1 — — 2.47(2.07,2.93) <.0001
Q2 — — 1.58(1.35,1.84) <.0001
Q3 — — 1.7(1.49,1.94) <.0001
Q4 — — 1.39(1.3,1.5) <.0001
Q5 — — 1.36(1.25,1.48) <.0001




Comment 4a: it is possible that stroke is serving as a good proxy of better
ascertainment of incident CKD because of more frequent contact with
health care providers than any true association of stroke with CKD.
Comment 4b: Matching patients from the stroke group with those of the
control group based on a wide range of age threshold (5 years) is prone to
carry bias.

Reply 4a& 4b:

- We have changed the age threshold of frequency matching from 5
years to the narrowest range (identical age, Table 1).

- the visit-frequency were adjusted in multivariate Cox’s analysis.

Comment 5: Is it possible in the cohort study to adjust for illness severity
(Charlson index for example), medication use, BMI and smoking?

Reply:
- CCI, medications use(NSAIDs, ACEi/ARBs and Chinese herbal) are
considered confounders for adjustment.

- Limitation for BMI and smoking ~~~~I51Z £ B K 74X



Comment 6: For the Cox model, was the proportional hazards' assumption
assessed? Were interactions among the covariates considered?

Reply: Plots of log-negative-log survival curves:
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“Tonight, I'm launching a new Precision Medicine Initiative to bring us closer to
curing diseases like cancer and diabetes

And to give all of us access to the personalized information we need to keep
ourselves and our families healthier.”

President Barack Obama, State of the Union Address, January 20, 2015
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Thanks for your attention!!!/



