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a - . : = X '
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Weight variation - | Within 85-115% label 100.10 100.13

%label (RDS) claim and RDS < 6% (0.98) (1.04)

Content uniformity % Within 85-115% label 93.36 100.13 Pass

label (RDS) claim and RDS < 6% (2.08) (1.04)

Assay (mg) No USP monograph* 10.33 19.70 Pass

Dissolution Q + 5% within 20-30 mins, | >85% in 20 mins | >85% in 20 mins Pass
; Q=75%

* As there is no USP monograph for melatonin, US Pharmacopeia 29/NF 24 2006 Asian Edition
Validation of Compendial Methods <1225>was followed for assay requirements.
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o Py o A e
VDAINUI WD EIIIJ'J Hﬂl’]'\'i'luﬂ'\?aﬂﬂ"l

fngﬂmtﬁ'\émn'ﬁﬁnv'ﬁ‘i'\mu 30 A Tﬂuuﬂol,ﬂunzjumuqu nq’mum‘[ﬂﬁu 10 88N uaznguL
mlnilu 20 Dadndy athoaz 10 an Jayauguvasdihens 3 nguliuandreiu Tasgihefiangads 55 1
Hhuwamedosas 60 sunsanmluszaudszaniasa: 67 uszdmlngludihouzdolan 93%) lasums
snmedreialitndagas platinum-based usulna) (97%) dihedulng (83%) danumansalumjia
flanssu (ECOG score) iy 1 siufa mmsnﬂﬁaﬁﬁansmﬁ"ﬂﬂ‘lﬁ wdvhAanssuiildussomwannlale Hihn
™3 NRUTIHNUATUUN N TWT @ Laiuaneriu atnelsfian gﬁqumqahmmumummsmﬁamwﬁu
imtinas uaziiasmsssudnansumsinen ualifnsnuamisiiadannid Wakeauasdn wasaawld
2U3LU (@13797 5)

uaﬂaommfnﬁmiaszé’umwm'%uaaan%tﬁi{u‘luéﬂw

Tasamsdstldnsunuasardunnueivasandiasyu laold 2 §2%5 Ae Ysanm 8-hydroxy-2-
deoxyguanosine (8-OHdG) uaz 8-isoprostane (8-epi-PGF2,) lutlasie ugpenasiidymanaliniauvas
\n309ila HPLC fifwuadmiua YBunm 8-hydroxy-2'-deoxyguanosine (8-OHdG) 3¢ luasuadunsia
32@U Malondialdehye (MDA) luwaiauuny %mamiﬁnmlupjﬁw 13 AufifidragnInaN NN WU 10 AN
lduwanlndinio fadnsw 4 awldsuwminiu 20 Fadnsn us: 4 auldsuemasn WauSouifisuns MDA
fiafitntanedaf 3 (WendinmsinmdowanIniiu 2 1daw) Munausunssinm wuhwan Infiuaaszeu
MDA l@@ninenaen uaznanwdsiuauamaaniiu lasaaszay MDA 'léivinfu -1.02, -0.85 and -0.61
pmol/L Tunq‘muaﬂﬂﬁu 20 fadn3u wanlndiu 10 Fadn5u uaz svaanauiaU (miw?i 6)

HANALATIEATUN D B-isoprostane luilasizusasdayandiuniuna MDA lagwuin szau 8-
isoprostane 'luﬂama:'uaagﬂamﬁm‘fumnn'ﬁ 12 wimdssueditnge TaguRuann 1,030 1,133 pg/mL (1.6+
1.6, pg/mL corrected for overnight urine volume) fiauiun1s3n®" 1u 14,135 + 10,909 (23.8 + 20.4
corrected) 1 1 1HaURAITUNITING WAz 11,894 + 4044 (32.8 + 30.4 corrected) M1IM 2 IHaUTIMIININ
viait WFuunalta9msansey SN S-isoprostane 'lunéju"?ivl@ﬁ"uLuaﬁiﬂﬁumnn'jﬁnéumuqu 9Ll
WURBEATYNIIRDG Lﬁaaﬁnnnéué"zamﬂ&hﬁmwa (Mwi 8)
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H v J U dl v .
@A19791 5: 'uaylawugwwaa;dﬂ'zUﬂummmsﬁﬂm (N = 30)

Placebo MLT 10 mg MLT 20 mg P valuet
(n=10) (n=10) (n=10)
Age (Mean+SD) 50+8.0 56+14.8 59+9.2 0.227
Male (%) 6 (60) 5(50) 7 (70) 0.893
Married (%) 8 (89) 8 (80) 8 (80) 1.000
Primary education (%) 7 (78) 7(70) 6 (60) 0.879
Cancer type: number of patient (%)
Non-small cell lung cancer 10 (100) 9 (78) 9 (90) 0.396
Metastatic head and neck cancer 0(0) 0 (0) 1(10)
Metastatic tissue sarcoma 0 (0) 1(10) 0 (0)
Treatment regimen
Cisplatin + etoposide 7 (70) 6 (60) 6 (60) 0.662
Carboplatin + paclitaxol 3(30) 3(30) 3(30)
Adriamycin + ifosphamide 0 (0) 1(10) 0(0)
Cisplatin + 5-fluorouracil 0 (0) 0(0) 1(10)
Adverse events (%)
Anemia 1(13) 0(0) 1(11) 0.751
Liver dysfunction 1(13) 1(11) 2(22) 1.000
Neuropathy ¢ 0(0) 1(11) 0 (0) 1.000
Fatigue 7 (87) 5 (56) 5(62) 0.430
Weight loss 5(62) 5(56) 4 (44) 0.885
Anorexia 3(3%) 5(56) 3(38) 0.686
Mucositis 0(0) 2(22) 0 (0) 0.308
Nausea 0(0) 2(22) 1(11) 0.751
Performance status (%)
ECOG score = 1 10 (100) 7 (70) 8 (80) 0.19
ECOG score =2 0 (0) 3 (30) 2 (20)
Quality of life
Physical (Mean+SD) 19+4.5 20+5.3 20+7.1 0.885
Social (Mean+SD) 19+£3.7 18+5.1 14+3.9 0.066
Emotional (Mean+SD) 17+4.3 17+4.1 19+4.3 0.517
Functioning (Mean+SD) 1445.5 12+3.7 12+7.9 0.663
Total FACT-G (Mean+SD) 69+12.3 67+11.3 65+17.0 0.836

ECOG = Eastern Cooperative Oncology Group,

FACT-G = Functional Assessment of Cancer Therapy - General

t Fisher’s exact test for categorical data and ANOVA test for numerical data
Quality of life: higher scores means better
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@13191 6 3TOU MDA luwmam’uaagﬂ'zuu:ﬁmmmﬁmmﬂas‘aﬁ 1,2 uae 3

224+1.06 | 1.95+029 339:239 159+ 028 | 1.55+0.16 | 252+ 1.18 Wn
o&xb R
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10.0 1

8- isoprostane (pg/mL)/urine volume (mL)

0.0

placebo

-~ -=-.melatonin 10 mg

- - - - melatonin 20 mg

ANN 8: NTIWLEAITZAL 8-isoprostane vosfiholuudaznasauasaivnga (cycle 1-3) lasidudrniausuind

i@ (cycle 1) unznassuiniithnia 1 &au (cycle 2) uaz 2 1iau (cycle 3)
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nqu‘?ﬁuLuawInuuuﬂmmmms'luﬁqﬂs:mﬁuaUm'mqumuqu‘lwsmmmsmuamwan la
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21%17 was i ninae uanmnunquﬁmLuaﬂﬂuuﬂouﬁmmquwmsrﬁuaumﬂuﬁaa mzlafinang

(hemoglobin < 10 g/dL) uazshmsinaaannniniosas 5 vanhwinnaudumsinm agelsfinin wumsaum
Y . da a ' ' P>
Unaelasuhlunguiuwainfduwnnninguaiugy (M5eh 7)

- wa & . R e ' s Ao @ ' .
AWNn 7 quﬂﬂqsm'ﬂaﬂa’\ﬂ'ﬁ‘l&lw{lﬂs:ﬁ\?ﬂﬂ?’]ﬂ\‘nu‘luuﬂﬂ:ﬂaimﬂﬁlﬂuu’]u@luu@ﬁ:ﬂau

Adverse events* Placebo Melatonin 10 mg Melatonin 20 mg
Anemia 5 3 7
Mucositis 4 5 4
Neuropathy 1 5 5
Fatigue 21 17 12
Anorexia 16 14 11
Weight loss 12 ) 10
Hemoglobin < 10 g/dL 9 6 6
Weight loss > 5% * 8 4 3

* Report of adverse events by physician-rated CTCAE grading, except hemoglobin < 10 g/dL
and weight loss > 5% where laboratory results and actual body weight were used.
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CRTGH UALRNAM 2.1 AzUWM (95% CI; -16.9, 21.2) Tunaju?i§u1,uaﬂﬂﬁu 10 Hadn3u uasifiadu 3.7 Azunn
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Mean difference of total FACT-G

‘

[ placebo melatonin 10mg [l melatonin 20 mg
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melatonin 10mg [l melatonin 20 mg
cycle2 : cycle3 cycle2 cycle3
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man1INewISAanziina ininlunanasn
Fmrdemsfuniniulunasnivawiuldinasgumuinaeiitinue Kaniemedi
aadutuds quaasluansef 9 uazniwd 11 laws calibration curve vaswmIniiuddn =
0.9998 uariannuiinturauuainiiuldaglugs 7.2-180 ng/mL SERwawduiilien detection limit
fi52@U 3 ng/mL (3.3 times the signal to noise ratio of 0.011mV) Lta:mmmi'@mwLﬁuiu‘lﬁs'hfgﬂﬁa
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@19191 9. Linearity and range for the determination of melatonin standard

Sample | Melatonin (ng/mL) Area Height Rt (minutes)
1 7.20 10.23 0.27 8.92
2 25.20 41.72 0.89 8.89
3 90.00 164.06 3.05 8.89
4 180.00 343.87 6.57 8.96

Extraction of melatonin standards in the 7.2-180 ng/mL concentration range.
The linear regression equation is Y = 1.94X-6.32, r = 0.9998; and r* = 0.9996.

®13191 10. Precision for the determination of melatonin standard

Sample Area Height Rt (minutes) | Melatonin (ng/mL)
1 38.38 0.88 8.93 23.10
2 42.00 0.94 8.88 24.97
3 41.72 0.89 8.89 24.82
4 38.61 0.87 8.94 23.22
5 39.39 0.84 8.93 23.62
%CV 431 4.40 0.30 372

@13797 11. Accuracy and precision for the determination of ‘melatonin in plasma

Melatonin added (ng) | Melatonin found (ng) | Melatonin recovery %CV
7.20 (n=4) 7.31 101.54 6.69
25.20 (n=7) 24.27 96.32 5.21
90.00 (n=12) 86.64 96.27 5.89
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AINN 12, HPLC chromatogram from extracted melatonin standard in plasma (90 ng/mL). IS is the

internal standard.
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