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Abstract: Comparative Effectiveness Study between Nortriptyline and
Clonidine for Smoking Cessation in Patients at Princess Mother National

Institute on Drug Addict Treatment

Tipyawong T

Princess Mother National Institute on Drug Addict Treatment, Thunyaburi, Pathum Thani, 12130
(E-mail: t_thayaroch@yahoo.com)

This is a comparative study: between nortriptyline and clonidine for smoking cessation in patients at Princess Mother
National Institute on Drug Addict Treatment (PMNIDAT). A 6 months of randomized controlled trial open labeled was conducted
in out-patient cases in smoking cessation clinic. Participants were > 18 years attending PMNIDAT during April 2017 - April 2018.
A total of 100 participants were randomized to receive either 12 weeks nortriptyline 50 - 75 mg/day (n = 29) or 12 weeks, clonidine
0.15 - 0.3 mg/day (n = 30). There were 41 participants leaved out. All smokers also received the same intensive cognitive behavior
therapy. Follow-up visits were at week 1, 2, 4, 12, and 24. Abstinence was defined as number of continuous days of not smoking
since the target-quitting day. Participants’ craving intensity were measured by the Brief Questionnaire Smoking Urge (BQSU), and
nicotine withdrawal intensity was evaluated by modified Minnesota Nicotine Withdrawal Scale. Statistical analysis was performed
by using the Statistical Repeated Measure ANOVA. The significance level was determined at p < 0.05. The results showed that
both drugs decreased craving symptom Factor 1 and Factor 2 in BQSU, but these were not significantly different. (Factor 1;
F = 0.574, p-value = 0.452 Factor 2; F = 1.344 p-value = 0.251 and the combination factor 1 and 2; F = 0.108, p-value = 0.744).
Both drugs also decreased all seven Nicotine withdrawal symptoms but no statistical significance was found. (symptoms 1; F = 0.617
p-value = 0.435, symptoms 2; F = 0.443 p-value = 0.508, symptoms 3; F = 2.202 p-value = 0.143, symptoms 4; F = 1.059 p-value
= 0.308, symptoms 5; F = 0.309 p-value = 0.580, symptoms 6; F = 1.665 p-value = 0.202, symptoms 7; F = 0.343 p-value = 0.560).
Continuous Abstinence Rate (CAR) by both drugs was not significantly different. There were participants from each group returned
to use tobacco. Both nortriptyline and clonidine caused dry mouth. There were 2 participants who could not tolerate clonidine
side effects and withdrew from the study. One had drowsiness with headache (to interfere with daily-living) and another had
orthostatic hypotension. However, all the severity of side effects were only level 1.

Keywords: Nortriptyline, Clonidine, Smoking cessation, Craving symptom, Withdrawal symptom, Continuous abstinence
rate
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&uil 6 \ou nsAnwilunuuduuasia (randomized controlled
trial open labeled) FiinTuddaidudUisenanfinuniunssnw
dionsmgmaneiguoy 18 JTululunddnidnyyd Tutassearing
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81guI8e eI NIURAN Jaudun1shiduinwuazdnfnniy
Snnquvilaazlasuelaatiu smfunslidinw dadnaunants
Srevng 2 nau a1, 2, 4, 12, 24 msUsedulunsaynsAnanm
HAN133NY UsenaumeUsuiliuen1seennianengu (Craving) laels

wuuUszLiiu Brief Questionnaire Smoking Urge (BOSU) Taeuseiiiu
W 2 Jade Ao Jadedl 1 (Factor 1) wazdladed 2 (Factor 2) sauis
Usvifiudunmsusaesiads Ussidivernisaouiiladu Taeld
Minnesota Nicotine Withdrawal Scale (MNWS) aﬂ'UU%UUE&LLa%
Uszidiunadnaifesenilifstusinisnuguise adavid e Repeated
Measure ANOVA fhsmunsnszdiutieddnd p < 0.05 nafilduansls
e 2 wlietasanainsesinanengu (craving) Matadeiil
wariaded 2 s msmvesiaesiastldnaliunnseiuetng
flednAty (Factor 1; F = 0.574, p-value = 0.452 Factor 2; F = 1.344
pvalue = 0.251 waznmsaisaesdade; F = 0.108, pvalue =
0.744) eisaeswiln anernisaeuilafiu (Nicotinic Withdrawal)
Iglsiumndnaiu Tu 7 nguenmsnudisu (nguenmsfi; F = 0.617
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p- value = 0.435, ﬂa:ummi‘w 2; F = 0.443 p- value = 0.508, ﬂam
E]’]ﬂ’li‘VB F = 2202 p- vaLue = 0.143, ﬂalli]'lﬂ’]i‘l/] 4; F = 1.059
p-value = 0.308, ﬂqmmmﬁ‘m 5; F = 0.309 p-value = 0.580, ﬂqu
9137 6; F = 1.665 p-value = 0.202, ngue i 7; F = 0.343
p-value = 0.560) é”mﬂmil,aﬂmauazhwial,ﬁm (CAR) 91nemades
winlaunnanariu wLmsamaewmmsnavmmwmaﬂuﬂammuai
visUiiaud 3 3g LLamaumIﬂaumu 3 918 TITaAY 6 598 WeRan
fudoudl 6 ludwvemadradesinnislieueusunguuas
gilaafiau nu i 2 nguiinadaissernstanuiia (dry mouth)
Ueiign fii13nide 2 eliawnsanunainudsseelnaiiu
UABIVRDBNIINNITINET 2 918 1 Teifine1n1sinueu uasdin
Aswrunniudmanon1smsediauszriuld uwazdn 1 sedionms
orthostatic hypotension IﬂEJajjdmm§uLLiﬂ°U@JNﬁ°l’J’NLﬁEJWgﬂﬂu
agflusydiv 1
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2 Usuavilngjq Ao nsldenilafufienaunu (Nicotine replacement
therapy 30 NRT) 8nngumilsiio msldeniililviladuiionauny
(non-Nicotine replacement therapy #3® n-NRT) Felaun
gnylwsiioau (bupropion HCL) wazeisuiladu (varenicline)""®
nmsAnwwueTaesnguieliiheausaineguldsesay
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13509189 A Clinical Practice Guideline for Treating Tobacco
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1. iefthegndnnseaindlasimsfin uraznguazddnau
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poniu 2 nau Tneilsaiituiinhlifueueiviuituiesleadiu
niusuihennitednnsesniafutoyane deyaitugiu faszdu
asuaunauanleiluauelasenifudeyafiugiuiasinniunian
ﬁu"l,ﬂqusgw wiaunulasunsiatauuy individual counseling $2u
fuliieuesvisuidumseslnatiu Tnefifiiessnsuinefiaues
Igsudoslungula luseitliiderumunasidadyAaeendreiu
Bnsuszdiuseaunsindlafiu Smoking urges luiladoiifnase
ANBYINYIGU (Craving) Taeld The brief Questionnaire of
smoking urges atfunneTiinunsTIade UL was LTl
Assessing Nicotine Withdrawal
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MIATIERTEYA WUU Intention to treat Tdalifias
wssauun fmnsamesiszrienisldenta 2 ngu fe uesvsuiidunie
Iratifu 19 Repeated Measure ANOVA finunan seauiadIAgynig
4df7 p = 0.05

wa

;:IL%ﬁ"mﬁﬂmﬁﬁgmm 100 578 1Jutnewne 61 518 wATW
39 519 9181088 (X + SD) 71 33.74 (+9.31) T iweAwe 8y 34.31
(10.62) U wwemels 32.85 (x6.67) U Tudhuiudidriun1side 100
518 96 518 Wiseiidlieedrsumsdidndadneanengy 4 s1e
Mntinanawengu Inediflduayulns 1 518 WsudnSnm
nsidniawenguannaniutitn 1 s1e Yidasemunnisdladu
2 910 fidrsaudine f1uu 50 38 TdiSuguymiadeusntosnd
15 U fde ongfiSuiamengu afusnannndt 15 9 (91eft 1)

ASWA 1 Js=ammisiinundnianiawengu

DYNITUENYIFU ATIUTN RRivel
21gMSUENEIGU ATILINTRENIvTawiU 15T 50
D1YNTUANYIFU ATIUINIINAT 15 T 50

o1gu Miguludagiu Wueguuuduia 90 5o uazduys
WueWFevindug 10 118 MMUULUsEuLUUAABUMSARENGU
%%%JLLUU%M@‘U‘V\IWLﬂ@%ﬁm@u(Fagerstrom Test of Nicotine
Dependence (FTND)) tiiefaszdfunsfnansilafulduassd fidns
Anwiinshndlafusziudndosiosas 39 seduunansiovas 32
uAzsTFUTUNSISoEAY 29 (M7l 2)

ANSA 2 Wa Fagerstrom Test of Nicotine Dependence (FTND) score

AZULUY 320U 31uau (Sovaz)
0,1,2,3 mild 39 (39.0)
4,5 moderate 32 (32.0)
>6 severe 29 (29.0)
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ausniulasenislddnsanugudl 1 silundugosnainmsing
fugfAnuldRanunguianam wuhdndngnduluieme uazunes
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ﬁ@'vﬁﬁmﬁﬂmﬁimwdwﬁuﬁmmmmﬁﬂ‘m fnnsndunianggu
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BQSU LLam’LﬁLﬁuﬁaﬂﬁaﬁﬁwasiammamﬂmgm (Craving) Tnedmdurnadouweniduseiede Ao Jadedl 1 (Factor 1) Hums
LLammmﬂiﬁaml,l,azﬂ'nmﬁy’ala]ﬁ%@umguLLazuamLﬁusNi’a ¥39 Positive Reinforcement (48l 1, 3, 6, 7, 10) Hadedl 2 (Factor 2)
LfJuéTaLqummma?Q‘uanz;mL‘ﬁa‘u3'§wmmmiaauﬁiﬂﬁum%@mmﬂﬂﬁﬁﬂismﬁ 3o Relief Negative Symptom (#ofl 2, 4, 5, 8, 9)
NsiUSeuLiieumeds repeated measures ANOVA WU31N1358A9IN15ANBEINEEU (Craving) Tungueuesn3uaiau (nortriptyline) uaz
glaafiiiu (clonidine) liiunndnsfiusenedifeddynaada (sl 3)
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MSWA 3 1IUSEUIRBUSINTS smoking urges s:h3uNAURTASUNSSNUNFdBNULSNSURZU AUNAURIFSUNISSNUNFBETnatHU

UJady a0 Nortriptyline n = 29 Clonidine n = 30 F p-value
(x + SD) (x + SD)
Hadeit 1 (Factor 1) FUnoidl 1 8.21+4.17 9.00+4.08 1344 0.251
FUnoiii 2 6.90+3.18 8.103.92
FUnoifi 4 6.38+3.66 7.27+3.83
éﬁ]ﬂ’]ﬁ‘ﬁ 12 6.31+2.66 6.13+2.21
?Wﬂ’]ﬁﬁ 24 6.72+3.22 7.90+3.98
1aduii 2 (Factor 2) FUnvidi 1 8.07+4.46 8.23+4.05 0108  0.744
FUnoiii 2 7.72+4.00 8.23+4.42
ﬁ’ﬂmﬁ‘ﬁ 4 6.55+3.56 7.20+3.67
?Wﬂ’]ﬁﬁ 12 6.55+3.52 5.87+2.16
FUnvidi 24 7.55+4.22 8.07+4.93
sdadeit 2 FUnoi 1 16.28+8.12 17.23+7.61 0.574 0.452
FUnidi 2 14.62+6.84 16.33+7.98
FUnoifi 4 12.93+6.75 14.47+7.19
FUnvidi 12 12.86+6.02 12.00+4.15
?Wﬂ’]ﬁﬁ 24 14.28+7.31 15.97+8.27
MNSW atiudfulssiimsUssdunedadsd
1. aulngs / weaviRe / nseaunseane/Inem
2. anudnnia / anuinaly/ e/ lulnde
3. anueInauIntunshaussevaulidsa
4. anusousw/ldanansavindslalvasula/nszdunsedns
5. woulivdu / ueunduqiiug/mduen / fulunainansiu
6. ArwegneWNSRNTY / thviindaiiaty
7. 913uaTuLAS
MSWA 4 asUwaAninagia:ANTEdIuULINSTIU (X + SD) veuluudeunuannisnautlniau (Nicotine withdrawal symptoms)
Nicotine withdrawal symptoms Group S¥a2L28
FUaniifl 1 FUaniiil 2 WWoudi 1 WWoudi 3 WWoudi 6
(x + SD) (x + SD) (x + SD) (x + SD) (x + SD)
Desire/cravings Anger/irritability/ Nortriptyline 2.17£1.10 1.66+0.90 1.66+1.05 1.38+0.78 1.69+1.00
frustration Clonidine 2.07+1.17 2.10+1.24 1.87+1.22 1.67+1.16 1.53+0.78
Anxiety/nervousness Nortriptyline 231+1.31 1.97+1.18 1.66+0.97 1.59+1.09 1.93+1.25
Clonidine 2.43+1.25 2.10+1.27 1.93+1.26 1.77+£1.14 1.83+1.15
Difficulty concentrating Nortriptyline 2.28+1.36 1.59+1.02 1.83+£1.42 1.41+0.78 1.55+0.99
Clonidine 2.73+1.39 1.90+1.19 2.07+1.23 1.50+0.94 1.87+1.17
Restlessness Nortriptyline 1.86+1.16 1.62+0.98 1.83+1.28 1.41+0.78 1.55+1.09
Clonidine 2.43+1.25 1.80+1.00 1.67+0.96 1.67+1.32 1.60+0.93
Insomnia/sleep problems/waking at Nortriptyline 2.14+1.33 2.00+1.17 1.90+1.35  1.66+1.05  1.45+0.63
night Clonidine 2.23+1.19 1.97+1.10 2.10+1.19 1.63+0.96 1.73+1.31
Weight Gain/ Increase on Appetite Nortriptyline 2.72+1.51 2.52+1.12 2.76+1.50  2.69+1.51 1.93+1.00
Clonidine 2.43+0.94 2.43+1.25 2.17+1.12 2.23+1.22 2.10+0.96
Feeling depressed Nortriptyline 2.00+1.10 1.55+0.95 1.45+0.87  1.21+0.49  1.59+1.30
Clonidine 1.73+1.02 1.43+0.63 1.40+0.77 1.50+0.90 1.27+0.58

Nortriptyline n = 29 Clonidine n = 30
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ASWA 5 SS‘LJLJam’]U Nicotine withdrawal symptoms AVHUARMIUSIETD

Nicotine withdrawal symptoms wnadA31u  Type Nl Sum df Mean Square F p-value
wUsUsau  of Squares

Desire/cravings Anger/irritability/frustration  Intercept ~ 932.841 1 932.841 420.306 0.000
group 1.370 1 1.370 0.617 0.435
Error 126.508 57 2.219

Anxiety/nervousness Intercept 1123.135 1 1123.135 441.484 0.000
group 1.128 1 1.128 0.443 0.508
Error 145.008 57 2.544

Difficulty concentrating Intercept  1033.699 1 1033.699 387.424 0.000
group 5.876 1 5.876 2.202 0.143
Error 152.084 57 2.668

Restlessness Intercept  897.256 1 897.256 405.927 0.000
group 2.340 1 2.340 1.059 0.308
Error 125.992 57 2.210

Insomnia/sleep problems/waking at night  Intercept ~ 1042.858 1 1042.858 391.013 0.000
group 0.824 1 0.824 0.309 0.580
Error 152.023 57 2.667

Weight Gain/Increase on Appetite Intercept 1696.923 1 1696.923 609.255 0.000
group 4.638 1 4.638 1.665 0.202
Error 158.759 57 2.785

Feeling depressed Intercept  674.793 1 674.793 371.679 0.000
group 0.623 1 0.623 0.343 0.560
Error 103.485 57 1.816

lunguern1saeutilafunguein1saulngs / Wavidn / nseaunseeg / e anuianiaaa / Anuiata / igevide / Julndng
augndunlumavhainsviovhanliidida enufeusu / liaunsovhislaliasuls / nssdunszds wuilunguillfeuesvuiau
anonsaeudlafuliAninguilislaadfu udidefnmusuiafioud 6 amsaaneinisaeudlafulineniu (19l 4) wasveserns
neuillafufensmadeumauwlsUTIu T 2 nduen 7 ndue1nis wuiikaliuandnsfuegnediteneadd (p > 0.05) (M3sdl 5)
omslifisszasdanemesiitrsuidonquillioueiviuiidusaselaadiunuin s1uesviuiuuaselaatdiu fenmshifs

Usvasranenduennistnuinudesiian vissesngu tnedunnlussezusnlutasdilieiioannisiwengu (s 6 uaz 7)

AsWA 6 asUonsinsndousnuasnsUREU

1M sunIndou guasn3Uiiau (Nortriptyline)
(Side Effect) (578)
FUanidi 1 Fuanidi 2 Woudl 1 doufl 3 Woudl 6

flodu 3 4 5 4 3
Tudsue 8 3 5 4 1
UIndsuy il 5 2 1 2
AR 22 22 22 13 8
N 9 10 13 10 4
Aauld 2 2 2 1 1
WILAAURATINY 3 2 3 2 0
ausilafnslnamnnzneuUdsuinng il 5 5 3 2
Juau 0 1 1 0 0
Buq 0 0 0 0 0
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mswA 7 asUenisinsndeusnlnalau

glmadifiu (Clonidine)

2InsuNsngou (518)
(Side Effect) v ed v ed r o o
dUnniin 1 dUanin 2 aUN 1 aUN 3 LAUN 6
Unnuie 26 24 19 13 7
rusilafinslagianizaeuasuriins q 7 2 q 2
pusilafing 7 il il 2 1
Uanviasdruuu 3 2 0 1 0
Al 4 0 1 0 0
U 0 0 0 0 0
VIodrN 7 7 8 6 2
Jannsny 1 3 1 0 0
Audnwasdulufifnms 0 0 1 0 0
\Juntien 0 0 0 0 0
wladuss 2 3 1 0 0
B 0 0 0 0 0
391sni

nsurdalsawanerguiduiinsuiinisime fauuu Brief
Intervention #38WUU Intensive Counseling samAunsigen
(Medication) nnudevstdaldindumssnumdniifiussansnings
Ejﬂﬁ?ﬁ%’uﬁ@ﬂizmﬁ%LaﬂLﬁ‘WEﬂQUlZ amnuitunsunsUdsuias

' =

woRnssu vl Giisaudnuagldfumuinmauannsondeuntas
nuondrgtuinaulavgalionaninosnanieds dumeudfidnso
Anwsuitalnvuaziivdevesnmisianiingrgu aseninfedam
fiAnTu uazdosniadnian lnefinslideyansuiudenisinduls
faglianuiuladnesussaunruania vondsdsiiiuguassn
sonswdsundas lufigaditrsiudnu Iddnaulefiazasiiou]lin
finsliduugindriusuasinnuogiseiiles eiliusaadu
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