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# # 5574131630 : MAJOR MEDICINE

KEYWORDS: TAXANES / PACLITAXEL / DOCETAXEL / HYPERSENSITIVITY REACTION
TANCHANOK  RATANAJARUSIRI: A DIFFERENCE IN  GRADES 3 AND 4
HYPERSENSITIVITY REACTIONS BETWEEN ORIGINAL DRUGS AND GENERIC DRUG OF
TAXANE GROUP. ADVISOR: SURBPONG TANASANVIMON, M.D., 54 pp.

Background Taxanes, including docetaxel and paclitaxel, are commonly used
chemotherapy in various types of malignancies. One of the well known adverse event of
Taxanes is hypersensitivity reaction during administration. Solvent and other inactive
ingredients were thought to be the cause of this reaction, especially Cremophor EL and
Polysorbate80 in paclitaxel and docetaxel, respectively. Given the minor differences
between the original and generic parenteral drugs, we compared the incidences of grade 3
and 4 hypersensitivity reactions between original and a generic Taxanes.

Methods In this prospective study, all patients receiving Taxanes during 1
January-31 December 2013 at King Chulalongkorn Memorial Hospital were enrolled. Using
the Taxane hypersensitivity reaction case record form, we recorded the product, event,
symptom and treatment detail for each event. Hypersensitivity reaction and grading were
defined by Common Terminology Criteria for Adverse Events (CTCAE) Version 3.0. The
study primarily compared the grade 3 and 4 hypersensitivity reaction incidences between
the original and generic Taxanes.

Results Among the total 258 patients, 130 patients received docetaxel (66 in
original (Taxotere) arm and 64 in generic (one generic docetaxel) arm) and 128 patients
received paclitaxel (65 in original (Taxol) arm and 63 in generic (one generic paclitaxel)
arm). All patients received premedication including antihistamine and dexamethasone 30
minutes before Taxane infusion and surveillance for hypersentsitivity reactions. There were
26 (10.0%) grade 3 hypersensitivity reaction events reported, but no grade IV
hypersensitivity reaction. In the docetaxel group, there were nine and one grade 3
hypersensitivity reaction events in the original arm and generic arms, respectively, (p=.017).
In the paclitaxel group, there were nine and seven grade 3 hypersensitivity reaction events
in the original arm and generic arms, respectively (p=.791). The most common symptoms
of hypersensitivity were flushing and chest discomfort. 20 (77%) of all reactions received
rescue medication, including antihistamine and corticosteroid intravenously. No life-
threatening symptom or permanent discontinuation of taxanes had occurred.
Unexpectedly, only 23% of the reactions were observed in first cycle.

Conclusions In this prospective study, the hypersensitivity reaction to Taxanes
was more common than previous retrospective reports. In our cohort, the incidences of
grade 3 or 4 hypersensitivity reaction was not different between original and generic
paclitaxel but higher in original docetaxel compared to the generic docetaxel. First
hypersensitivity reaction in later cycle was not uncommon.

Department:  Medicine Student's Signature

Field of Study: Medicine Advisor's Signature

Academic Year: 2013
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1.1 anudrAgyuaznuvaslyniniside (Background and Rationale)

gInguLTNigy dulsznausiey unadunnigakazladunnga Wusnaivivn
unsguilflumsinwifiielseusSmatoviin 1wy uifeen uzi5edsld wazuziSasdum
Hudu winuinfernistrafesiidrdganzuinise fen1aiinufaeanisuien
(Hypersensitivity Reaction) Tnga1n1susznauseiuuns (flushing), Ruuiwuuieafinnside
(urticaria), laLhuse (tachycardia), WaanauAy (bronchospasm), PUILALAIUIY
(angioedema) wagausulafing (hypotension) Wusu Fanulguszanadesas 30 dlid
n15lie1UpeaAun15ui (premedication) wazdeudazlasvertesdunisunen
(premedication) feggdudamiiulazeinesfladifesosnud NFImUNITLNE SEAU 3
ke 4 @13 Common Terminology Criteria for Adverse Events (CTCAE) Version 3.0 W 1)

= v @), 3)
099088y 2-4

nalnlunisifin hypersensitivity — reaction  sagInguuvinigy Fedninen
metabolite Y8981 MsoAazay (vehicles) iugAsenfiuuasniaas (mast cell) wsatuly
ad (basophil) Tnnse laglainu IgE- mediated response viion1suienviingi 1 (Type |
hypersensitivity reaction) viliAaUfATe1M3enin surfleuanness (anaphylactoid
reaction) Tu onfog1ay uNARUNNLYA ﬁi%ﬂ%‘hﬂ/\la%&emophor EL, (polyoxyethylated
castor oil) Husfwharats Cremophor EL 1 aglunseduinadiond Wudsansdaniiu

9 ¥a lama y L , X (@), (5
28NN L‘f]wnmﬂmﬂmﬂgmmﬂﬁLLWEJ'] (Hypersensitivity Reaction) au

wAlung
NaUNU nano-particle albumin bound paclitaxel (nab-paclitaxel) Falid Cremophor EL
Wudusenau azlinu hypersensitivity reaction Tuns@nuidensadtinee Jelaifinanu
$nludesldonpremedication  Aewlden®  dauenladunnwadu M4lndgesiun 80
(Polysorbate 80) Lufwhagats uaznulfizenisuiionldveslusdduildindeesiuy
80 (Husavhazane 1wy Blvlwlest (etoposide), TaviadinisAnuninlndeesiunnseduunas
iwaabuady inlmaansunla

v

nunpdunniwauazladunniga Mldeglulagtu dnsviiagduiuy (Original drug)

wazeadey (Generic drug) FIUAUUANANAUNTIAMAZAIUUIZNOUDUVDIY LFU FIvI



azane, arsdudeu (impurities) Wusy dauienddadulaiunnsney uasaniing1ildud
E@WNRBY hypersensitivity reaction Foininandiazaneviediuusyneuduuesen
FaufrharatuasasUszneusu 1wy degradation products  Faduarsiafifivinann
N2UIUNITWER Tuand ety Aensasiliiidnsinisia hypersensitivity reaction LaN#AIY
ffude sasannsdanelunisinudiefiinun quileunsiiauuandsvesyfazen

NSWAENTENINE UL UULAEENENTTYyBE

= a (7) v a P . ¥ !
NsENeEuNT - nudadeidesueanisiia hypersensitivity reaction lauA N3
fwnein hypersensitivity 1o, Wulsagiiuiegidy, a1z (BMI = 25) 1Wudu laed
= = d’ 1 (8) ! a 1 U a R .
e 1 nsAnerandsemadUu nullifinauunnesuesdnsinisiia hypersensitivity

va o

reactionhagNa1UALIBU TENINNEIRURUULAZE1aTR  §IT8Traan1sAn¥1INdAIY
LANFINeAINA1IIULTINEIUIAUIAINTAL LIBAIAAZLUNISLAR hypersensitivity reaction ¥4
AtrefldsuenquuinuiioUsslevilunisiansanly premedication waziihsyianie

hypersensitivity vasgthefideslasuenguilogramingay

1.2 AM9UUBIN15798 (Research questions)

ﬁ'lma.méJn (primary research question)

msldensunuuazenaliey vesenguuiny ViliAn  hypersensitivity reaction
STAU 3 Uag 4 LANANeNunRIDl

AN013504 (secondary research questions)

- mMslgaunuulazeataiindnside e snein1ag Hypersensitivity
reaction (rescue medication) LanFANAURID LA
- 8nInIngaldeuAneY 98199135 (permanent discontinuation) uANANAY

3okl

1.3 TngUseaeAvaIn1s3de (Objectives)
WieLUSeuiisudnsInisiiia hypersensitivity reactionUes1NgURINLYUSE IR

AULUULAZ ALY

1.4 auyng1u (hypothesis)
HO = uadvnUnnguuiinigy slinesuwuulaseadey S8n31nsin

hypersensitivity reaction liianaeiu



Ha = gpfithdnnguuiineu ieendusuusazenaday T8n51n1500

hypersensitivity reaction LanNf13AY

1.5 ASAULUIAMUAATUNI5IAY (Conceptual framework)

Lqu{]ﬁﬁ 1 WEAINTBULUIAIUAATIUNITINY

Disease
-Type of malignancy

-Previous treatment
-Previous exposure to taxanes

ﬂ Patients

-sex

Drugs Taxanes e

-original/generic :> HypersenSitiVity <:| -menopausal status

-dose -underlying disease

-regimen Rea Ctions *Asthma

*Allergy
*Autoimmune Dz
*Heart, lung
dysfunction
-Hx of drugs/food

Administration allergy

-rate

-premedication

1.6 A1d1AgY (Key words)

Taxane

Paclitaxel

Docetaxel
Hypersensitivity reaction

1.7 msliddenuBeljiainldlun1s3se (Operational definition)

n19atladn17g Hypersensitivity reaction n13AN®1H39919891191nA5ANYN

a o a e . ] Ao o A o o (9),(10), (11) (12), (13)
LYINUNITINA Hypersensitivity reaction AagIANUIUANLASNININDU



Symptoms of hypersensitivity reaction :

Flushing Hypertension Chest pain
Urticaria Hypotension Back pain

Rash Dyspnea Abdominal pain
Diaphoresis Tachycardia Angioedema

Definitions of symptoms
1.Flushing = Auidnunsdouiinvuuinavinuazaine Wuegding

2 Urticaria = Ufjise1veanasnideniiinfifaviatuuu uthasnd Usznaudie

mmiﬁquLm(wheal) uazTOULAs (flare) wua 3 adwmstull™®

3 Angioedema = UfASe1vemasnideniinmlsduaadoduluiildfionds
UsgnaumeeInsuiunalaiyuuemi uay/vse wilen uas/v3e SUEUIN waz/v3e
viaenaufvedlnagmile

4.Rash = Auunsiitmmiausnalauinamilaessinie

5. Diaphoresis = witeasan

6. Hypertension = SBP >140 mmHg, DBP>90 mmHg e uduiiuguanniiy
neaulsniosag 10

7. Hypotension = SBP<90 mmHg, DBP<60 mmHg “samnuauanasainiauneuls
815088y 10

8. Dyspnea = mmiﬁﬂmﬁaa welaguin, smmsmela >30 Ade/und

9. Tachycardia = 8n5MM5EULEITNDT >100 ASy/unTl videriuTuanduRoulde
Sowaz 10

10. Chest pain = fUhsudsindornsiduniien Taglsifamndy

11. Back pain = ftheudsindiennsuinnds Tnglsifanmndu

12. Abdominal pain = flheudairfiennsuansies Ingliflawmndu ernsianan

o | a P A oV vy 9)
FIURAILFALINLINYIIUNY 15 U'W]Via\‘iiﬂ?UEﬂ

Hypersensitivity reaction ﬁﬁzﬁummgumqmm Common Terminology Criteria
for Adverse Events (CTCAE) Version 3.0 " ¢l

UATensuienszaunl 3 16un fivaenaufu (bronchospasm)  IneflaziAniiy
(urticarial) w3alinls, dausndudedieniuiniwasndonsi, HAeIN15UIN (edema

%38 angioedema) M191NN13UNET LaziinnzANdulalingi (hypotension)



UFAsEMsuie1sEaUT 4 vanefimsiianisuiegaguuss vseniz swnilowin

%d (anaphylaxis)

M131991 1 UARTEAUANNTULTIVRIURATEINTUNEY A1 Common Terminology
. : W
Criteria for Adverse Events (CTCAE) Version 3.0

Table 1. Grading of HSRs according to the NCI Common Terminology Criteria for Adverse Events v3.0 [13]
Grade
1 2 3 4 5
Hypersensitivity Transient flushing Rash; flushing: urticaria; Symptomatic bronchospasm, Anaphylaxis Death
(allergic reaction) or rash: drug dyspnea; drug fever with or without urticaria;
fever <38°C =38°C (=100.4°F) parenteral medication(s)
(<1004°F) indicated: allergy-related
edema/angioedema;
hypotension
Acute infusion Mild reaction; Requires therapy or Prolonged (i.e., not rapidly ~ Life-threatening: Death
reaction (cytokine infusion infusion interruption but responsive to symptomatic  pressor or
release syndrome) interruption not  responds promptly to medication and/or brief ventilatory
indicated: symptomatic treatment  interruption of infusion): support
intervention not  (e.g. antihistamines, recurrence of symptoms indicated
indicated NSAIDs, narcotics, i.v. following initial
fluids); prophylactic ~ improvement; )
medication indicated for hospitalization indicated for
=24 hours other clinical sequelae (e.g..
renal impairment, pulmonary
infiltrates)
Abbreviations: HSRs, hypersensitivity reactions: NCI, National Cancer Institute: NSAIDs, nonsteroidal anti-inflammatory
drugs.

1.8 Faliun153elngda

1étanengsaud 18 T JulU dawnsuaznds Aldunitadedniulsauass Tned
naduiiefuduniiifdads wagldfunssnumesnaiitiianguuiingy Tfudunadunniga
wazlafunnisa Tulsswenuraginasnsal efivedUaeiadivntin fndeands 4u 6 (H) was
veftheidithonugiieudiog dudiuil 1 unses - 31 fuen 2556 Tngsrusmgiedin
Susuinsuduaiusniiquiiniivate uaziivediheuniniing Tnsfinisamadeussie

AUredldsueuinauanaeniinesuedlsine uIaguIansaliie
2 vgamuenansAeSuisuazasveduyeuidniulasinsidy

3. ng1u1aIndeyanisuiie wiiavesennln uaznissnwadhuludiseisnsuden

wabd i lunvsedeu

anuniunyssideuvesUaeildeinguuinigy lnsuuinudion1sfvessn uay
ARRILATUAR hypersensitivity reaction vauzlasugvsoll waziiniinisiienasanwilug

lngaziinisanduiinlagunnduazneruianguadUigluvagiululuiseTansuien uay



Guitnadluuuuduiindeya (case record form) aunaxwan uidlagaldasumudiuium

v ~ & v = o o = o a
[2RNIANP] ‘Ugllﬂ'ﬁl,ﬂ‘UsUﬂgaI@IEJ‘V]‘U‘VITUL'NJ?%LU?JUEJ@UW&\T‘LU"UUQQ'JUW 1 uns1AU 2553

5. Juiindayailaadlumeuiiames ievitnisimeideyamelusinsy SPSS

version 16 wagiran1sinsennlaunasunasoly

1.9 989110 1UN15398 (Limitations)

- Hypersensitivity reaction #AuYa1NYANE 11991N1TALITEAUAIILTULTE TINV

v a

1 A a o T aa [ = o vl 1 13 £ 1
iﬂﬂﬂqimiﬁﬁlﬂ/lllﬂﬂ]’m‘iﬂL‘W’]%L‘i]’wf\]\‘i lum’mumwwwu QQWWI%MNG@@ﬂWiLﬂU‘U@@&@ bL61

1 13 =2 A v S o o w aaa 4 Yy
E’]EJ'NvLiﬂG]’]lI ﬂ'ﬁﬂﬂiﬂ’]uvLﬂﬂJﬂWiWEﬂﬁl’]lJGNﬂT\]’]ﬂfﬂﬂ'}’]ﬂi‘ﬂ@ﬂ@’]ﬂ’]iﬂaﬂiEJ']ﬂ'ﬁLLWEI’] Iﬂllﬂ'ﬂll

IPLAUNINTU

v v a

- Tugae 1 Uehuan Snnshimuddgdunisiiaufisennsuiienananguudinigy

o

[

INTU NIAUNITENTETI N15918971UN5AR YSokWININISUHURLuNTITemeAIL

S2UATLIIUINTU LAULSUAILDNTITININAN SAUNINITEReUBanun1swAnaulmen
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1.10 wawsauszlaviifinndnazléiuainiuidse (Expected benefit and application)
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12159 (cancer) nnefis lsnulanils Fefldnuazvesnsudavadililansnsaniuny
¥ waziwadwanil danuannsofivsgnanudnluludedodug Tasisnslaisnmiady
windulalnensadluluiededrafes (nvasion) wionsenewadsuowadluds
Fumiisdu (Metastasis) nsiadnpivlanuvliidussifovreneadd enafianvnilifaty

= I

mMevas vseunssuiugald Taenisnateiugues DNA agluwad In1sianedeyaves

a A

81 FallvaPuNdudan1suuinreeas (tumor suppressor gene) karBUNNTEAUNITLUIN

'
= v o

Y09@aa (onco gene) Fulummvuaninfivessad n1sindeudne wasn1sAIVANAINUNR
VDINTUUIFIVDUTAT

lneund otoizuaziilelovsssninie asUszneumediuniianvasdudivdsuang
136071 19Ad" lWAdTIRgRNAIUAINY YBITNNNY 81N YULUALNINTINITVINATULANGNS
o ' | v A A o & ' = a o ¢ a ]
fueanty widulvngnsasiwsendadaestunnivi asfulusuudoniu wadauvsunnuag
melulufian uazwwaddilvy AazdundnTununud lneund nsuusinazn1sasayiule
Yoaad sxiinisarvaunaziduluaudduiuney wadinssudsilaunsaniuaule dae

< (3] o B ] o v [y X < 1% a a 1
Wanalainy Wwadngiiniswusiseluauaduauiaunduanduieuiiisendt Tumor
fouil eradufeuiilidunsie (Benign Tumor) nieeratdudpuiledre (Malignant Tumor)
FanFouzi5aue
Y { o o (15) '
uziSedldnwaziidiAsy 10 Us2n1s (Hallmarks of Cancer)  law

- AnyEnsatunsiiNdIueg1eliEugn (Sustaining proliferative signaling)

—_

- Lingan15ia3aysiule (Evading growth suppressors)

. mmmmmlumiqﬂ§ﬂL1ﬂlaL§agu (Activating invasion and metastasis)
- wusdwulaliddednda (Enabling replicative immortality)
 a¥aduideniionmdeidemutes (Inducing angiogenesis)

. ARAIUAINNBTBTAd (Resisting cell death)

. Insnaneiugveddu (Genome instability and mutation)

- Innuiiaundlunismivaunslidndsuvessad (Deregulating cellular energetics)

O 00 ~N O O B~ VLN

- fanuannsalunmvaunanglauiuressanig (Avoiding immune destruction)

9

10. ¥lAnnMezdnauld (Tumor-promoting inflammation)



EGFR Cyclin-dependent
inhibitors kinase inhibitors
. = Sustaining Evading —
Aerobic glycolysis proliferative growth Immune activating
inhibitors signaling SUPPressors anti-CTLA4 mAb
Deregulating Avoiding
cellular immune
energeti lestruction
Proapoptotic R*isli'"g E;"jab"('_‘g Telomerase
1 3 cel replicative FTy
BH3 mimetics death immortality Inhibitors
Genome Tumor-
instability & promoting
mutation inflammation
PARP Inducing Activating Selective anti-
inhibitors angiogenesis invasion & inflammatory drugs
metastasis

Inhibitors of Inhibitors of
VEGF signaling HGF/c-Met

Figure 6. Therapeutic Targeting of the Hallmarks of Cancer

Drugs that interfere with each of the acquired y for tumor growth and
cases approved for clinical use in treating certain forms of human cancer. Additionally, the investigational drugs are being developad to targst each of the
enabling characteristics and emerging halimarks depicted in Figure 3, which also hold promise as cancer therapeutics. The drugs listed are but illustrative
examples; thers is a deep pipeline of candidate drugs with different molecular targets and modes of action in development for most of these halimarks.

have been and are in clinical trials or in some

g‘tmeﬁ 1 Hallmarks of cancer
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(%
1

[ ! ! = a v A [ A v a < ! v =
Wawin1sedenailie Inelindnnishelududindunevasnisiinueiiaunninaslusnwi
Uanewns usisgalsianu nmssnwlsauzssdulagiundnsdeddnisiisin atauas waznis

Tmasivdmdunan dalunisfnetaznaianizisasnisirenaividnvngy
Cell cycle

msiwadazasyiulauazuusiaunateduiouussaly wadezdend g cell
= 1 1d (16) [ 4:’4’

cycle Fauusoanidu 2 seuz Al

1. Preparation phase %30 interphase (usyezMwadinsoumlunisiusi
Usznaumie

& ~ Moy ¢ a = v oa X )

GO phase = Wusssziwadlilaagluwad loda liiinnsulaiuiniu Fae13agndu
dndwad ledadndnfinsnseiusgrununzan wisegluszerilegisansile

G1 phase (gapl phase) = [uszosfiwadasne RNA Laskdnlusaunazansusenau
meniimnududulunisadre DNA Wiewsounieufiazasns DNA rely

S phase (synthetic phase) = \ussezNwaadansiziansiusaunsndulunisadng

Wwaalud Lazlinn153991a99 DNA (DNA replication) WioLmsaun1swusLwas



G2 phase (gap2 phase) = Wuszeziwadin uazinsunundouionvziingsses
wusraasely

2. M phase (Mitotic phase)
Mitosis = Wwaduwlsduafeauaransiugnssunegnieluwad

Cytokinesis = Lwaaiin1suusdelanatadu (Cytoplasm) sitliAnduewad 2 wad

G, OF INTERPHASE PROPHASE

Early mitotic  Aster
spindie

PROMETAPHASE
Centrosomes Chromatin
(with centriole pairs) (duplicated)

Fragments Kinetochore
clear

o
Cid Nonkinetochore
jomers. envelope microtubules

G1 e 4
Period of cell S i R’/
growth before the DNA is \ /
the DNA is duplicated : \
ot o] (that is, when Nucleolus Nuclear Plasma  Chromosome, consisting Kinetochore
(interphase begins chromosomes envelope membrane

of two sister chromatids

microtubule

in daughter cells are duplicated)

METAPHASE

ANAPHASE

TELOPHASE AND CYTOKINESIS
Metaphase

Cleavage Nucleolus
plate

furrow forming

Period after
DNAis

duplicated.
Cell prepares
for division

Spindie

gﬂmwﬁ 2 wang Cell cycle

guAN TN NElsANZIS s UREiNaNULad N USIE) MawadusiSazivad
UnAresstane Insulssdavesenatividnoendu 2 vilalnege Ao

a o v al' [ J 1 U [ 3
1. gUANUIUAVIANIZLANZIINDTLYENITUURIVDIERA (Cell cycle phase

specific) loiun Antimicrotubule agents 11 8ngu uiniy, antimetabolites 1Wusiu
2. guafividatilisuingnisasestegnisuUsiivesaad (Cell cycle phase non-
specific) Taun Alkylating agents, Platinum analogs, Anthracycline antibiotics Hudu
gINGuLANiEY (Taxane) Wupnafiundn ngudiniennasesseenIsuUwIves
wad (Cell cycle phase specific) ¥iin Anti-microtubule agents Tnglududanslulada lu
M phase w84 cell cycle Fausznoudieen unadunniga, Indunniea uwazelvidn 2 ¥l

A9 nano-particle albumin-bound paclitaxel(nab-paclitaxel ; Abraxane) wag Cabazitaxel
gedslsiduiitenldograunsvanelutiagdu
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¥

grlunguilngnAunuiludiuwsnfe unpdunniva Feadauiainildenvessuau

wUaHn 89 (Pacific Yew) Foneinenmans A Taxus brevifolia NTusguauaiisnumile

Pacific Yew: Taxus brevifolia

sUn il 3 udnsEnsaia uwnadunniva

Lo

nalnmsoenguisdosnaduufinuaglusussnisvinnuvedlalasyya (microtubule)
fimhilunsudasad Tasagluduiuiusygydu (beta Tubulin subunit) Sadudiunis
vodlulasyya wdwililalasyyaunnszansamiu uazdudinig depolymerization 3slifn
1uln@a) Mitosis)lu Mitotic phase wascell cycle fatudslaifinsudawadiiniy wazisadi

~ (17
sganglulunian

gunAaLnnea wavedaundududiulug Inerunis CYP2C8 way CYP3AG uay

o ! (18)
80% ONYUBBNINNTNNIYNNYINITE
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A | Microtubule destabilizers Microtubule stabilizers

Epothilone
binding site

Vinca

binding site Taxane

binding site

Colchicine
binding site

Laulimalide
binding site

B
Interphase Prophase
Entry into AR
I/ mitosis 4 N
— — 3 Microtubule capture
% b\ 4 and spindle-pole
1 I\ separation
Telophase and -
cytokinesis @
3 G o
& LeEery Y
€« G
AN Aurora B = (d
— feze) )
Aurora B |
[Auon B
Spindle checkpoint ) x‘
- s 4
Anaphase S > Prometaphase
Chromosome
alignment
Metaphase

sUnuil 4 uaasnalnniseangnivaseinguuiinisy

wnpdunNa 19sun15auiRINeIAn TR ILAZENTDIANITOLISNT AT W.A.

2535 puTaUsT aemeluil
1. lugmlasinlugUaglsaiend (AIDS-related Kaposi’s sarcoma)

2. Uz FufuL wuUNsSneasy (adjuvant therapy) wazlussezanaiy

(metastasis)
3. uzisslenyila luilviwadidnszazqnaty (Advanced non-small cell lung cancer)

a4, um%ﬁﬂl‘ﬁ‘ﬁwzqﬂam (advanced ovarian cancer)

o A

HataAssdAynulaves fie nanisvinauvedlunsean Aauldondeu nus

o

Uanllaenusii wiateiloUatewin waziionnisuien (Hypersensitivity Reaction) g

a @ Y
UsN1581 LlWusu
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YIFULUUVBIEUNARLNNLYE T30n15A191 “Uiingoa” n3e “Taxol” Twdnlag
UTEN USanea wwiwes @aduy (Bristol-Myers  Squibb) waznuadnsUnseluiiie U w.a.
2545 Jaguuisdlenandayeanuilduad Wy Intaxel MInGnlagusEv Dabur Ussineduife

%30 Anzatax lnguS¥m Hospira \Uudu

BIANTTOIMNTHALEIVBIUTENAGNITFOIITNT LAfruANgNaNISHEReaTeY LT
wiosdiduusznouddty (active ingredient), mnuidiud, FBmsuivise) suisdiauya
(Bioequivalent) nlaufiuenauuuu(19) lagenadianuuansiaiulunivessuse, &,
drudseneuitliiddn (inactive ingredient), a1sfuyn, impurities, UssqAnsiuazIALH

Tnfunniwa (Docetaxel) Wuenitgnanduduim 2 Tungueuiinu adnldan
Waenvessu European yew dednidufivluana Taxus whudeaiu Pacific Yew Tdoma
ereaniinTaxus baccata  erifldlutiogiiudu anfsduasginnansdsiuie 10-

deacetyl baccatin |l

Ingunniwatinuuansnsiuunedunnwasgraieusznis wu Sanuusadu 2 v
vounadunnga Tun159n9719052UIUN1S microtubule depolymerization , HiUse@ndua
I3 \ ° a - | . . a o o v
Wu 2 winlun13anssanutanesues microtubule #19n15 depolymerization NNTNUINIY
Ay, danugeudu @unssanin wse affinity) se microtubule g@anduazgniuesn
PNwaddegnIunadunnea fe 3 Wi ilillgnslunisaieadaindt 1.3-12 i1 53U
grsvaaladunnwalinnuduiusiuauinel (concentration dependent) FHauaNneng91n

v 6

wwAdLVALE NduRusAUTEEEnaINwaadulaniuen (time dependent)
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ﬂ\ 0 0
0)k N O

European Yew: Taxus baccata

sUm il 5 uaasansanaladunniga

sladunniva wuedauiidufudininglaeriuns CYP3Ad uazievas 75 gni
2ONANINNENIQINTE Uazdnewar 6 Tusannisle

TadunniealdsuousiRanesdnisemmsuazevesansgotiniiiled w.m.2549 uag
sunmstunzdelusemalnenudould fil

1. umFasunsrey gnanuiiiodensinvdesnduuounduaiu

2. mL%ﬁUamﬁuﬁm%aaﬂlﬁLﬁﬂizazqﬂa’m (advanced non-small cell lung
cancer)

3. ugifarlangninssezunInssnefinesomssnwdensiusesluy

< ' Y a
4, HLINNTSLNITDINITISYSUNINTLINY ISUL‘LJUENQG]iVI 2

9INTVNLABINAIAY VO NATUNNLYA AD ﬂmmiﬁwmmaﬂmmz@ﬂ U3 WS4
I3 " d' Y] a ! aaa v
\duvian (onycolysis) Aduldanieu drewan 31 wagUizennisunen

TAYEIAUBLUUYDY LATLNNLEE J330 “Taxotere” FINARLABUSEN Sanofi-Adventis
wazenlanundnsUnseraauioUn.A.2553 JelaRnSHAREETITUNILATD LHULREINU W

Daxotel NAAlAEUSEN Dabur Useinadusie Wusu

UfAzen1sunenuzUInisen (hypersensitivity reaction)
nnedeuiserminnnnisiiemliaansaaamile wagliaunsaasuielaeie
91N13919LALIVDIIFIAINE1Y (Unexpected reactions that cannot be explained by the

P . (20) o v { aaa ¥ Yo 4 1
known toxicity profile of the drug) snLﬂﬁmmﬂwwgﬂimmiLmelmuasJ lauA 1
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nauuInIEY enguuwaftil wasedivlnles WWudu Jdduidaznaniaanmsufisennisud

ENUDINGUUTNIUMNTIY

UfAsensuienquuingudinaziialugag 10-15 ufiksnvesn1susnise) uas
Usand308as 95 A8 ARNNISIREIASILINNS0ASINADY WATAIUITOILLAANITHA LA bUASS

1Y v | v & I3 (21, 22)
7189 winaghinulunislienasawsniniy

mﬂmiﬁﬂﬁﬁ%snﬂfml,ﬁmﬁqﬂmaLﬁ@%u
og1umamdtldfue JadoiniaziAnannsiitnadioad (mast cell) gnnsduliivdes
ansiviliAnn1su 1wy Sandiu (histamine) viovuwna (tryptase) sanulaglalinewund
WU (non-complement-dependent mast cell activation) uaﬂmﬂﬂf Fudeinenadinaln
MIAALUUILSIY WY nsARnSuien ¥dedl 1 (type | : IgE mediated hypersensitivity)

= k% a v % . [ v (23)
WIBNNINTTAUABNNAUNLALASY (complement activation) 1wy

Carrier protein

Drug

Qo hapten
Sensitization I Effector
stage Free drug stage
o Qo Q o
Q o
~ I IgE \ -_

Q

o \

——n
B cell Mast cell

1 |

Igs Inflammatory
mediators

Ig receptor

Transmembrane Ig

g'ﬂmwﬁ 6 wansN1SuNen viiafi 1 (Type | hypersensitivity reaction) ATWa1n
Middleton's Allergy Principles & Practice, 7th ed
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Trigger

:

Ca?*

Secretory
granules

Mitochondria

) =

" Fission

84

ranslocation

o Degranulation

(e.g. histamine, tryptase)
Selective release

(e.g, 11:6, VEGF)

sUANT 7 uansnasiwadgnnszdulaense (Direct Mast cell activation)
ATNANNU9ED Molecular Basis of Disease

awmanisiin Gslimsuameuude uiideitenaiinaindienies wsediiazanei
wauegludien Ae ASlunes (Cremorphor EL, Polyoxyethylated castor oil in 50%
ethanol) Tuguneduvniga Fsaslunesiuiuimvhazaneildluswasvin wu dolaaale
3u (cyclosporine), lnozduiy (diazepam), dlnlwlys (etoposide) wardmidiu ta (Vitamin
K) udu Jsdnuufisensuielaveslugidsnaiguiu uenaindl Sauineunedumn
wanlddvinarareiluaisdayfiu(nab-Paclitaxel, nano-particle  albumin  bound
paclitaxel, ABRAXANE) wnunislgasluasiu lunuujiseunarainnisviinisfinenise

aa = v & % a = o & v 1% 1Y)
andlingsesd 1, 2, 3 e aedunsidewuuinedunnea Jslidndudesieidesiunis
v | (24) = | a ~ | Y = A 1 o o = =
wigfieu ~ FANANINgILnAawNNga 31nINa1INIHY FueIndvinasaty Aeasly
Wos Wrnnduannaudnlunsiinufisenisuiien yenanldmuiinisuaudiendui
azangliline arsaenandiliazarefneulvieniu slunseduasundwum MliAanisun
v 1 o (23)

enlaluiy

dauamsnsiansuieluglagunnwatuinisiinisfinutesndt uwedediie
ndwiharvate Ae Indvesiun 80 (Polysorbate 80) @sldiludiviavanaluendlnln-lon
Mg Banuuizennsunentivesguiu uenanlidadinsfnwiluade wuitansindgesiun

o U a = o § ¥ a aaa 1% o v y(25) o &
80 nIgAuNIMaIEanlu wazhliiAnudAse i lugtula = Asilu vuaanevesela
= =< ! Ny v £ = v o wa v A a L4 [
Funnwadadewdn IevuldeladunnealugUieniuseihinewieniindyesiun 80 Ju

Y

IWNaraluuINou
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ayUfie awinresnsuiignnguuinwuiy delivsiuannaiuidn e1aiinandah

o = a A v v o LY 1 @ 1%
A8 AIYLDN ‘ViiE]Lﬂﬂﬁ]’m‘VlEJ’]ﬂ‘UG]’]‘VI’]ﬁ%ﬁ’]EJN?INﬂUIﬂJ@‘WE]ﬂL‘U‘UI@

aaa v

Ugnsen1sunen (Hypersensitivity — Reaction) F901n15UsENOUMIBRULAS
(flushing), AuuiwuULeeRA$i3e (Urticarial), Walawduisy (tachycardia), wasmaufiu
(bronchospasm), st uazm1uan (angioedema) wazarusulafing (hypotension) 1ugiu
thu wulduszanadesay 30 Slifinslendesiunisud wardudarldsu premedication
mpeIfudanliunazeinesilaaifesosnua) NSmuUA3eIn1uRY S2AU 3 way 4 A
Common Terminology Criteria for Adverse Events (CTCAE) Version 3.0 W gEeSenay 2

©,3)
a

msﬂa'ﬁ 2 LLﬁﬂdi:ﬁUﬂ’NﬂJ@MLiW@d Hypersensitivity Reaction a74 Common
. or 3 1)
Terminology Criteria for Adverse Events (CTCAE) Version 3.0 '

Table 1. Grading of HSRs according to the NCI Common Terminology Criteria for Adverse Events v3.0 [13]
Grade
1 2 3 4 5
Hypersensitivity Transient flushing Rash; flushing: urticaria: Symptomatic bronchospasm, Anaphylaxis Death
(allergic reaction) or rash: drug dyspnea: drug fever with or without urticaria;
fever <38°C =38°C (=100.4°F) parenteral medication(s)
(<1004°F) indicated: allergy-related
edema/angioedema;
hypotension

n1stesiunisifinu fAsernisuien vilalaenistieinquesslaafissasnuasen
fuBaniiu iawdia 1 wae 2 (H1, H2 blocker) neulenguuiinieu (Premedication) usif
Lanunsadesdulavionue Sipainnisuiseiugunsilasosas 2-4 uasdalnsunaeg1egumss
= 1Na o Yo Y v @ (26) 1% Y PR 1
udwATIn winaglasvendesiuuaiionm = dwgasmsiendesiunmsuwity lidlans

WnsgIUAea In1sliuandsiuluisaznisfing

o a aaa 19 a &£ Yy v oa o o oA o 9 v &
NAINAAUGATEIN TUNENANTULE FosSungae1viud iedssiuldlmduguuss
11U udITUAANIzaUIBLanTd (anaphylaxis) 19 waziarsanlwewiunmely delu

Isangnuiagmainsailadnisvindermuawuwimslunisquadrenlisuenauuiinieusiy

Y ¥ o =

(nanwan) waglunislvignasadeluiu ladifinisfnuludieiiinufazeinisuien 8 s1e

Tnedslieunneusnely ualimesnsidineu uaresqinensnduluidoss) saufunisii

(22)

g1taatunsuien wuinaunsalueuinuasldle 7 s98 9 nvienua 8 518 eiatiu Lty

I Aa aaa v a £ Qo v ! & ! Y | a v Y] Ay
HU'JEJV]N‘UQﬂiEJ']ﬂ'ﬁLLWU']Lﬂ@‘U‘U ﬂﬁﬂaquqiﬂiﬂﬂqﬂﬁjmLL‘VlﬂL%um@l‘U‘LW LLWLi@ﬂ‘WEﬂIu@WT]VW']
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as sadunslisdesdunisud wazn19inssiaunnduaiy et wansinnisiienti

ansansiinufiseinisunenasta

aaa v

neunthilldfinsAinwiiesiunisfinujaseniswiennguuvinauegvaienisng
ASANENAIULINNEIIUALUNU UL FINYINIAANDINITENEN FIDE19UBINISANBIAINETD

bYU

(7) = wa ¢ ) { a v a
- Sendo uazAny  Anw1gURNIsaluarUITeFeaveINITANNISUIEIINELNAT
wnniga TudUasuzisadsly druau 105 518 Aldsunisdnsiluwaznissnenasu (adjuvant
treatment) 698 ASLUNAIAY (AUC 5) wag WnAdlvna 180 me/m2 wuinlisnsinisiia
UJAT81NITLNEIINUNATLN ALY LUUUIUNAILAETULIIRITaEay 13.3 Fau1nndn
= d‘ d‘ o ! ¥ dy A LY = v 1 Q’lj aa v
nsfnwauaeyiuneuntnd lnenuinidadedss dweludl 1. weliiuvuzlasueiune
dunnwannow, 2. Wannen1smelaiauni (Respiratory dysfunction), 3. 83U (fuilaa
Ny > 25), 4. nuaUszdnsauneunazlasun1sfndsly azdnsinisiinufisennisuienas
Y o (Y = < N £ = =2 & a
wUsHumuIIINTaTeLdse WuAUFuTuSIBudunse ZananisAnyiilenainainnis
a aaa v = Y v v <3 14
AnufAsenswieienuduiusiunisuingesluuealasiaunidule
. (27) = v 8 a Yo o P |
- Piovano agAniy  Anwigtieussauing 157 au Alasunisshudeeingduuna
At (platinum) wagwNAGLNNEE NUIIRTNTINITAAURATEINITLREIINSIMNATLNNES
lnsegar 10 lnedanudssgetulugUisnidseialsagiuiuinou wilifideddgynisada
(OR 3.42, C1 0.94-12.45, p = 0.06) warUadudus) Wy Uwmiln (Fyduanie), ey, n13lvgn
Joeiun1sun (premedication) lifinnuduiusiugnsinsiinuisennisuieusagnsle

. (28) v o = = ) aaa 1% ' < v I3
- Weiss IﬂmqﬂqﬁﬁﬂiﬁnlflEJ'JﬂUUQﬂiU'}ﬂ']iLLWEJ']"\]']ﬂEJ’]ﬂQ@JLLV]ﬂL"'UUELUEJJU'JEJngLiQ

v v '
v aaa 4

Yilasna Uy 32 au wudiEteiie Ugasenisuienty lasueingy

Winuuananeiy veuwneuaszezaansiven lngldnsunalnivinldiaenis
wienTindde uidnisdadeasdoinenanisuiiinaindieemsefiviiazany 1du
Cremophor  1usu Tagiindnguin Cremophor nsedunsvdsanssanmiuwazyinliin
amzanusuladindlugliuls uazenduqild Cremophor ilufwhazaneAvinlAnUFATeN
nsuRenldguiy fadu Sdlatimenenenldassundusrhazaieuny Cremophor A

Polyethylene glycol wafiwudwhliuszansnmlunissnuanas Flidunfesludagiu
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- Fossella uazamy @nwinslden Tadunniea TuftisusiSwonsdamadlaidn
szeedi b way vV Iagldervuin 100 me/m2 Wimnwmasadens szeznaiuiunii 1
Halua yn 3 dawi dnau 41 59 Teglifinslietostunisud wuin RnFATensuien
seiiu 2 Iei¥evay 34, su 3 lé¥eay 2 Geddlimsuameiiuidn Tasenatinaindees,
polysorbate 80 Al dusviazats wensfilallésu endestunsud Aduls

- Syrigou uawAnz . Anwifiheuzdclonviawadliin Aldsueladunniea
913 620 Au wudgUae 102 au Aadu Sesaz16.5 AnURASeINTWEe Taeiniialy
fuaeildsuenlatunniwa Wunsinugnsi 2 e 3 waglifinnmduiusiuiadedus gu
91 el iseUsyinlsagiuiusagidle

Feaguanmsfnundiinunledn YadeiiAeadestunsuienguuinmuldun nsli
grlosiunisuieneulisnaivitn dns1AuaveIn1suInise UssiRnaufiseans

wiganey Useinlsaniiui uaznnizeuiiuies

asei 3 agdatfinisalnmsiinufisennisunenvesengauinigu

Tuilesuendoauniswi Tasvendasiuniswi
LNAALNALYE 30 2-4
Y] (20, 21, 31)
(Spvay )
AT NN 30 2
Y] (30, 32)
(Spvay )

(8 4o = a a v a
NNINTANYINUTYULNEUNAVINLALIVDNEN

A = = a
TieensAnwnigInUsemadgyu
wnmduvnwadasuwuuiisuiuedaandy nulwatiafssduandiaiu vslukdvesnisidu
dudonuauelvien, nzvasadend1dniay , USATeInsuiekazn1svinauvasduiaung
wiinagddiudsenauunsegrsunnineiuinig nsinwidsaguliheunedunnigansyia
Auuulazilnaniyinatnafsslinanaaiu Jsenansalderstaandyunuesiaauiuule
guplUURRULUUA U@L
BIANTRIMNTHATEITRIUSTINAaNSFRIISNT Lanvuangunaein1skEnenansiey tne
JAoaldulsEnoundn (active ingredient) , ALY, FFN1TUIMITEN TIUVATIEUYA
. . IS [ % v/ (19) 1 a 1 Y 1 1 a0, .
(Bioequivalent) indlaufivgndukuy  wignadiaduuanaeiulundvesgusng, &, inactive
ingredient, @13fiuyn, a1svulaulimpurities), UTTATUNLAZTIANG WAZAINALYDNT

A o Y a v 1 =1 e~ Y [ 1% 1 a ¢
a’]LMG{]VIV]']I‘ML?W]Q’]’J%LLWEJ’]SLUEJ’]ﬂQZJLLWﬂLGUU?]E]G]'JW']aga’WEJ lawn aslunes dusa
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(Cremophor EL) Tugnuwaaunniga way Indgesiun (polysorbate 80) Tusnladunnigaiu

= & o = = i v o = &
GNL‘Uu'ﬂll']sU@Qﬂ'ﬁL‘UifJ‘UL‘VlEJ‘U?%‘VT'J'NEHWULL‘U‘ULL@%EJ']a']iJiijUﬂqiﬁﬂﬁqu



una 3

ASn1sAtiunng

3.1 3UuUUN153Y (Research design)

= a a [

nsAnwIdlAs1EiLuUlUT19mn (Observational Analytic Prospective Study)
Tnsnsifiuteyaiiaedlddusnaiivrdanguuiiney wenmueduuuuniostasiy ud
ANMIUYINBNTINTTWIET (Hypersensitivity reaction) 5¥MI981AURUULAZENETUANA
fundelal usdUszrnsiidnwdduubiismenuiidiuinls szfudeyadounds

(Retrospective study) AUlAUIEYINTATUANADINNS

3.2 A101UYB9N15998 (Research question)

AN01UMAN (primary research question)

msldesunuukazenadey vesenguuineu inliAnujasenisuien

(hypersensitivity reaction) 5¢AU 3 Way 4 uANAAUNRID K

AN01U584 (secondary research question)

- Insldensunuuiazenandainlviinisldeniesnwinieg Ujiseinisuien

(rescue medication) WANANSAUNTD LY

- nsldendunuusazenadaiidnsnisgaldengunineueg19a1s (permanent

o

discontinuation) kan@aiurs ekl

3.3 52108U75019798 (Research methodology)

Uszynsidnuune (Target population)

v & a yvo ) v a 2 =
AUrelsauzSanlasumssnuiseunadunniea veladunniea Tulsmeug
PAINTA AWATUN 1 uNIAN - 31 SUIAN WA, 2556
3.4 WnNNISARLaBNLINANEY (Inclusion criteria)

1. fiheiilasunsidadelsausse lnefinsBuduienaduile

[ i

2. gUreiogsaud 18 U uld Nimeuasnds
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3. lasunissnwssennguudina loun unadunnwanssla@unniga fladands

Juasausn Tulssmeuiagwiansal sewdnedudl 1 unsiau - 31 §unau w.a. 2556

3.5 NNSATUIUTUINAIDENY (Sample size determination)

= [d =2 =] = LY Ay @ a A= v
L‘Ll’e)x‘ifﬂ']ﬂLﬂUﬂ’liﬂﬂ‘H’]L‘UiEJ‘UL‘V]HUﬂuﬁLua@ﬂﬂﬁjNﬂ‘U@%ﬁﬁﬂﬂﬁﬂLﬂuaaiﬁﬁaﬂu*ﬂ\ﬂ‘ﬂ

Tnsiwndwulssnnsiegldans

Z,.4/2Pq +Z,;4/P4q; + P14, E

P, —P:

n/group = |

(%
Y

feauRgruidesdatinsainsuiisuanaiu 4 whiuly Ssasieruddgmeadin
WuATbuANNS

Z Q/2 = 1.96 )2-sided)

73 = 70.20 = 0.84

P1 = proportion of hypersensitivity reaction in generic arm = 0.16

P2 = proportion of hypersensitivity reaction in original arm = 0.04

P = (P1+P2)/2

Edit Log Help

Survival I Hest] Regression 1 ] Regression 2 Dichotomous ] Mantel-Haenszel I Log]

Studies that are analyzed by chi-sguare or Fisher's exact test

Qutput
What do wou want to know? [Sample size =
Case sample size for uncorrected
chi-sguared test
Design
Matched or Independent? ||ndependent -
Case control? |Prospective =
Howe is the alternative hypothesis expressed? [T proportions =
Uncerrected chi-sguare or Fisher's exact test? |L|nE:DIrEE:lEd chi-square test -
Input ulate |
o |05 B |18 =
- o
. Graphs
power |,EI _21 | 04
m |5

sUn i 8 TUsunsuAIINYUINAT8E1e (PS : Power and Sample Size version 3)
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NNSUNUATAIUIUTLASIATLIUAUINAI0E1S (PS : Power and Sample Size

version 3) alddautszensluusaznauiuau 64 au siavun 4 ngu fell
1. lasugunmduvnigariaduluy
2. lasusunedunnaviingansiay
3. lpsugladunniwasdadunuy

4. lpsueladunniwastinganiisy

[V
Y

AU ARITUTEINNTN9EY 256 AU

3.6 N15ALEUNI5998 (Intervention)
A v a & o A Y = a | v v v v
- ununedegUlgiinsmnanaeinisAnifendiAnw anuinaniliuditieiu T
AwuuazyiaiilalenansteyamesuedmsuLislasInTIdY wazdaaunude
A988 MAI9INUUTIRIVTULDUTITINIATINITIVY (N1ARUIN) ALATUN 1 UNFIAY — 31
5UIAY 2556

[

- Jigaglieviinsuwuunseviinandyzy

[y

fudnsn1ssnwIvesUle uagnis
fATUvBIUNNEE TN
- ghennaulgldsun1sguasnenuknenIsuImsemasnsguarUeflasuen

uwinwuvesEhen1sneIuta Naudinduin waznedUlisussausng lsmeunagansal

ail

1. fimslianuuddihoifsnfuonisves fisonsuiouinsuneunislsion

2. Favsnaligtheildsunuiinmusgsouianivosneua weihdanmennsle
aglnaTn

3. Tndgaudnnausulng)
4. Sulienmesnsi 20 wa./vu. w5 ud anlaifideymiiandu 30 wa./am. w5

= a

Wit uazidfiandiu 40, 60 /v, pgsas 5 UT muEIsU rdnTURlTEE SRR
Mdsmssnvvesunmdiivesld

5. fimsindayandnn 5wt x 4 ads, yn 15 Wil x 2 ada, 9 30 wFt x 2 Al
wagsislunn 1 42l vauglienluauniienazmun

6. UANDINTVRIUHATEINTUNENIENEAL U BE19URE 30 Wl Uagnuwnng
Ewedlding wiouduudandunsifionnussidunsusien

7. wndinvesludndulalinissnw
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8. danunsaliiensold azdulienfions 10 wa /A, uu 5 wifineu wirres iy

darmuiinanludnasy

- hsglsnsiAnnnazunen (Hypersensitivity reaction) Taglauuutuiinnsiinning
uieuineuuas Ui dazaseunqueanden Ao Aalumsliendsfivinlvg enns
fuintu uagn1ssnunfildu muuvuiufinnisidissds (anawuan) ineruiaasdudan
uiin wazBanalunslienadetenlu aunidiheasugne wiefetuil 31 Sunaw 2556

- vwndeayaannyssilounaziuuiuninnsihse T lneganduniside Guiinadly
wuutunin (case record form)

- doyavamuavesdidnfumsfinsazgniufinasuunuutuiin TasunTnde-ana uas

Janfiudngszuunauiiamesiagld record number uazdiswanisingdeyalnegUusinvitu

37 mﬁmsﬂzﬁ‘ﬁaa&a (Data analysis)
Baszviveyalaelusingy SPSS version 16.0
wansdeyalunsmuazanadae
- Baseline characteristics: frequency, proportion (percentage), mean or median
wazSeumisuseninsaeanaulngly unpaired t-test 3o Chi-square
- primary end point : gufinurilafukuukazenasTyyinliAe hypersensitivity
reaction uanenafiunsoli Ingldadiauuula-aunas
- secondary end point : iWiguiisusnamsldeiiiednwmany Uiisenmswien

wazdnsnsuealdenguuiinuegaens tneldadauuula-awens

3.8 UsynIm9a3e555u (Ethical considerations)
[ a a o v b4 J
ATIUARNNANAIETTINN1TIVETUAN 3 Ta laun
- yanenuensnluymna (Respect for person) Aa Liiin1silntuetevas

1Y

Ak1331lAsINSI9Y Saudesnwauauvestheduddy
- nanmsliusslevd linelmAndunse (Beneficence/Non-maleficence)

Hosnnnsideiiunidouuudann Tmafudeyaanivsedou Sdiinasomssne
- vianAuYAsIIH (ustice) Aedinaainisdniuazeandmay lasunis

AMLEDNUIANYIBE 1N BUNU
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3.9 9231NAkIN15798 (Limitations)
- Hypersensitivity Reaction fin21umainyiane MaeIn1skazssAuaUTULTS wag

v A

Juoinsveusazyana saunsliifinsidadendnnizianzas dedudaduniseinlunis
FaduuarinseauANTuLse widtunsfnwlaziinsmruamdinAIuveIINISUN
WAZLUITEAUAINTULSININ Common Terminology Criteria for Adverse Events (CTCAE)
. < 1 1 [} I o A ¥ ~ A [ o/ v

Version 3.0 finu uansudsszAuanusulsaduseaun 3 Yenilafelaeuiurinimasen
dons Jansandulassnaniuansisiuluwnmdusazau

- Twthe 1 9w Inshienudidyiunisiinujisennisuienaineingy
wANUINNALIRUAISENsE T M331saugdRnisel wisprotocol TunisTendeai

sedinsrTanndu lngisumesnsntindey falu 39en3iinasionsteyaguiinisainisiin

Ufnzensuiele

3.10 navisauszleviifianainazlésuainauise (Expected benefit and application)

nyuinenguuineuiiafuluulassinaiiy I8nsuinuiizennisuie) unneng
fuvioll warUfAsennsuiionfinnuguussinaiundoli Taedilinraunnsediu fUaengud
Ie¥ueniiloniaiin UfA3ensuien inuagsuusendt agldfumaihsgfuaznioumdon
PEUMUZHL

3.11 guassafionaifntussinamaiidsuazanasnisufle (Obstacle and strategies
to solve the problem)
- UffSemauiisndenuvannvans Mo InauayssiuATINTUL
wuamaudly : fvueddonuves UFRsensuie fglflumsinunillidaam
LazAnwLaneMILiENsERU 3 uay 4 whit iesniianudfymenddn uazdeanis
Mesnwivanzan
- msld¥unispremedication wansneiu o1aviliidnsnInAn UiATenIuten
wanenanty
wuamaudle : dwuuuaulunislvendesiunisun (premedication) feulvienay
IRIRAY
- mstuinnvsulouliasudiu 1w asenisuazeinisuansveaielinsumuase
wwanaudly : guessdouiduvsummduasnenuiaimssiudold viagnsl

QePriatty %wzuaﬂmmgumwmmaz hypersensitivity reaction 1



3.12 NMIUIMTNUITBUATA519UL TR (Administration and time schedule)

M3 4 MSUIMTNUIFBUazAN T TR
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ALY W .A.2555 W .A.2556 W .A.2557
LU 11 |12 6 |7 |8 10 |11 |12 |1 |2 |3
1. NSO X | X
2. TIuTudaya X | X | X X |X [X |X
3. Wasgvideya X
4. asilTeuTeny X
5. $99UN X

3.13 quuszunad (Budget)

LEWWITY Mhengsmansuzsnine aaleysmans [Wulatuayuaildine

ANAIBNLONENT WazAldd@oudus 20,000 UM




uni 4

NAN1539¢

[
v ]

n1sAnwIUE s uTavan 258 518 laen1siiusiusindeyawuulddianin
(prospective study) lugUrelspuziswiamuailasuenadvrdanquuiney Tulssmeuia
ansal aningalne daueiui 1 unsian Se3uil 31 Suanen we. 2556 ianduduae
wen FelasueiiviegUaeadivndn Andendy du 6 (Wv) waviiiewuugUiely iveddae
< a I3 ¥ v 5 1 A o Y @ ¥
Uzi3aUInY lnganansanudeyalaasun 258 18 Tutisianidvun laglidesfudeya
founds JUrsidudusoudisiulasiniside uazldriunisiugouainanznssung

FFYFITUNITIVE ANEUNNEANANT PAINTAUUNIINIRBSHUTDELA?

nsfnwil wisitheoonilu 2 ngundng fe nduildsusunadunniva 128 51
wiseenifungueosdn Aenquitldsunsiasuiuuuiingea , Taxol) $1uam 65 518 uaz
naufilésuenansiey 8n 63 10 fUreildSusunnaunnwaiiongdsuseina 57 U mavds
wnndnwane Tnenuidumemddedosas 90 wavimavieiesas 10 lsafidedldsunissng
fpunaBunnEa 3 Susiuusn e uziSuduy i3l waruzSsUen Saduamniivh
iﬁﬁﬁﬂaaL*wmmujﬂmﬂmfﬂmemalumﬁwﬁfﬁ’mm an1ms1anegUle (Performance
Status)n1UsEUUUBY Eastern Cooperative Oncology Group (ECOG) 3ewag 97 ’«Jyﬂagﬂu
s¥v 0 uay 1 lnedidisainnany dil 0 Ao viAanssuynedsldmuund uay 1 Aevi
AansnlludinUszdrfuldanuund udldannsovhauideddusannldnanuan) sunend
lgnanailed 2 aun Aa 80 mg/m2 lagaglvienduaviag 1 %t uaz 175 mg/m2 s?iﬂﬁm‘vm
3§t agldFusnruinduquonuiionini Tunsdildsunisususunendeainnsingeg
iy 91N fnneylaruinis udu uenandfitaeynaudsldsumslretiostunisuien
FeUsznoueengy roshlaaiesoss Wy nneumleulagedudaniiu nounislsen
unABuvnia 30 wiidae Sednvugiiugiuresiiisenineuildsuseiaduuuuiagen
andiydianulndidssiuluniveseny me animsnene uaswinveauziss ualinuuanmg
Auluudvesvunnvese il waznislieansuamlsuiiedosiumsuiien duandlupissi

5
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AN 5 LAAIBNWAITNUFIUVDIEUQBNIASULLNARUNNLYA

o9 Y

BIRURUY #andley P-value
(65 518) (63 518)
a1y (V) 57.1 56.8 0.314
(22-79) (35-75)
el
- U 55 ($otaz 84.6) 60 (§owaz 95) 0.076
- 9y 10 (5ovay 15.4) 3 ($ouag 5)
anmsnenieguog
(ECOG)
-0 2 (5owaz 3) 6 (Sowvaz 10) 0.320
- 61 (3oway 94) 55 (5pway 87)
- 2 (Foeaz 3) 2 (Fowaz 3)
yinvoauzse
- uzSasu 35 (598ay 54) 30 (5ovay 47.6)
- umifesla 16 (5o8ay 24.6) 13 (Se8ag 20)
- 3 ($owaz 4.6) 5(5ovay 7.9)
- umededuq | 11 (oA 168) | 15 (Seuaz 24.5) 0.379
YUIALANYUNNGY
- iy 1 (59vay 1.5) 1 (5ovag 1.6)
- 5me 13 (58ag 20) 1 (5oway 1.6)
- 10me 22 ($owaz 33.8) 15 ($oaz 23.8) <0.05
- 20 mg 29 (Goway 44.6) | 46 (3evag 73)
vuaedild (me/m2)
- 175 mg/m2 29 (Sowaz 44.6) 43 (Sovaz 68.2)
- 80 mg/m2 30 (S5enay 46) 19 (5pway 30)
- e 6 (Fowaz 9.4) 1 (5ovay 1.8) 0.013

dnnqunils Aedthenlasuenalividaladunniga (Docetaxel) 913U 130 578 WUs

sanduenduwuu (unnludies, Taxotere ) 66 518 wagvlinenandsy 64 518 91gwnde 54 U

wiadunwrngeiosay 68 uavinaveievas 32 lsafideslasunissnersmeeiladunnia 3

v v

dusuwsn loun ugiSausuy usiSslenuawadliian (Non-Small Cell Lung Cancer) way

& o v = & A v a Yo a N A &
N%Lﬁ\‘iﬁ]@l@ﬂﬁm'}ﬂ 2MFUGMIN] "NLUUE{']LMQWE&UUSWI@?USWI@%LLVWLGZJﬁlIE;JTJ'JEJVlLUULW?]“U']EJJJ']F]

Fundlunguilasueunadunniga wasliuiiedtueunadunniga gUiesesay 99 dann



28

$29M18 MUNMIUUIYEY ECOG ogffl 0 uay 1 wifiaauansiafuszninangs Aenguileie
FuLuy anmseneszdu 0 snniinguildenasiy dunguiildonaiyiianingrenie
e 1 11 dnnslfendestunisuiousulfenaivitaliunnsisiu vuinvessila
FunnwaruIniasgILAe 75 mg/m2 Mn 3 dUni usldesaneladunnisailugnaiivite
fifinatrnfssreudiann Seflanuivanvuinenundu 60 me/m2 druvuindusfinuly
msfnwil mmedinsuSuasruinenasdn Wesngtasenafinnedildiazmudesld 1w
919370 viFeylaguinis Wudu Snvaziugiuvesfiieildsuelaunnisaiidnuas
TndiABatu seninsnguitldendunuuuazenansiy onviuluuivesanmienievesitae g

NAUALAEIFULUUILTANINTNIETEAY 0 UINNTT AILAAININAIIIN 6

M13199 6 uansanwaziugIuvasUlenlasueladunniva

HIAULUY gandley P-value
(66 518) (64 518)
21g (U) 56.8 51.5 0.54
(30-84) (21-78)
LA
- il 46 (Feeay 71) 42 (Feuaz 66) 0.708
- 9y 20 (5away 29) 22 (Seway 34)
anmsenegUag
(ECOG)
-0 10 (Sowaz 15.4) 2 (Gowaz 3.5) 0.038
- 56 (50vay 84.6) 61 (5pway 95)
- 9 - 1 (Sovay 1.5)
yinvoauzse
- uzSusu 34 (59vay 52.3) 36 (508ay 56.2)
- uziEelen 25 (508ay 36.9) 18 (5oway 28.1)
O 4 (Foeaz 6.1) 1 (5ovay 1.6) 0.074
anuan 3 3
- uzSwiindug 3 (So8az 4.7) 9 (Sowaz 14.1)
YUIALANY LN YU
= none - -
- 5me 1 (So8az 1.5) 4 (Sev0% 6.2)
- 10me 47 (Sowaz 73.8) 49 (Sowaz 76.5)
- 20 mg 15 (Fowaz 21.7) 9 (Sovaz 14) 0.392
- other 2 (Se8@ay 3) 2 (Sp8@8% 3.3)
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RATTIANY sy Chi-square
(66 519) (64 519) (2-sided)
Yuneladunniaa
- 75 mg/m2 40 ($o88 61.5) 40 (3ovay 62.5) | 0.241
- 60 mg/m2 24 (Sevay 35.4) 17 (5oway 26.5)
- other 2 (Fowaz 3.1) 8 (Foway 11)

ad v a o &
wkuiin 2 uansUreiidisaunisfinynesviun

o |
.

NNsuteyaiiognIsuiessiu 3 way 4 vesenalividanguuiney wuin

AnUfiSenn1suiisnsedy 3 iy 2 918 9ngtaevinun 258 918 Andudosar 0.8 T
Uisensuienseau 3 ity fio nmganudulafin (Hypotension) uazaonANAv
(Bronchospasm) Tug’{ﬂaUﬁlﬁ%?uawé’umwazmmﬁmmmmLL‘Wﬂameszja o898y 1 97
muadu Teglinunisuiensedu 4 e Jsaguladn ldlianuwnndaiuvesuisenisu

1550V 3 WAz SEMINEIFUNUUNAZENETV0INaUWTNITY Aauanslumisnad 7

Tundvesdnsnsiieuiud wudrdinsigwiuilugdae 20 519 nianIswien
MINUA 26 518 (HWUHATEINTUNITEAU 2 Mg Liesniiveustdmsunisivienuaunl
M3uAEIzaU 3 uaz 4 nnseeguan) Anluiesas 77 lnewvadunguiildenduuuu 9 s1e

I

Amdufesas 6.9 uag nquiildenandey 11 518 Anludovay 8.6 Faunnsneiuegialad

e

Y 1

Bd1ARNI9ERR (A1 p = 0.646)

o

aaa

wiinaglufsennisuieniniu uiannsfnwdlufifiasdemenldeinguwin

wuegnITay uinsenslugtieiifau)isennisuiensedu 3 esnnlunisivenssien
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1U azfinn1stasnuuindu Trenludnsindgras vinldarursalienlussvdelula aiu

= o A
FNYALLDYARINITINN 7

A1397 7 nsmaiauieuienuniney seau 3 uaz 4, n51n1sTREUAUE wazns

NYAY1DE190125

BIRURUY #andley P value
UAseuen seau 3 uag 4
PIunAdLNAa (Souay) 1 1 0.781
gladunnea (Sovag) 0 0 /A
nslieAun (Sesay) 9 (6.9) 11 (8.6) 0.646
Nsvene10819a1s (Souay) 0 (0) 0 (0) N/A

agdlsfinu nsAnwiinuufisennisuiieauuulaisuuse (sedv 2) leta 24 579 210
AUqevianun 258 518 Anlusewas 9.3 Manudmugiiinisainsiinufiseuienguuiin
LWUNNTEAUTININ 26 518 nvievue 258 AnluFesaz 10 onisuieninulesiiande

P AILALUUNALNDN

WakENAAINAIL1 NuIBLNATWNNEaLAnUSATe 1N suielugUIg 16 518 970

Aurenldsuenivianun 128 518 Anluguiinisalnisiiaufisenisuietunadunniealuy

v v
f v a v

lsang1uiagniasnsaivivduesas 12.5 lagifnlunguinldsugsiuiuy (Taxol) 9 578 970
Ve 65 518 Anudesay 13.8 uwaz WAnlunguitlasuenandey 7 79 91nanun 63 518
a & v A o aaa v & a = = 9 Y aa
Anusesay 11.1 WehUfiseinsuievessaesviauseuiisuiu Ingldadauuule

o w a

s ' 1 1) ' =Y a ' a ) a
dLlmg ‘W‘U'J']LLG]ﬂﬁ?ﬂﬂﬂ@ﬂ’]ﬁiﬂﬂﬂﬂﬁ’]ﬂm%’mﬁﬂm (Gl p = 0.791) MIUTIWALLDYARIAITINN 8




M54 8 UERITEAZIdEAYaIRUIENY 16 518 MARURITEINTURENINEIUNA
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AWNNLYA
Patient drug Dose sex age cancer stage Cycle dexamethasone H2 ranitidine symptoms Reaction
No. (mg/m?2) No. blocker grade
1 original | 175mg/m2 F 58 breast recurrent 2 20 mg IV v v Flushing, 2
Chest
discomfort
2 original | 175mg/m2 | F 64 corpus e 2 20 mg IV 4 v Flushing, 2
Chest
discomfort
3 original | 175mg/m2 F 55 breast recurrent 5 20 mg IV v v Dizziness 2
4 original | 80mg/m2 | F 54 breast IV 4 5 mg IV 4 v Flushing, 2
10 mg IV v v Chest
discomfort
5 original | 80mg/m2 | F a4 breast 1A 5 10 mg IV 4 v Flushing, 2
6 20 mg IV Chest
discomfort
6 original | 80mg/m2 F 76 lips recurrent 4 20 mg IV v v Flushing 2
Chest
discomfort
7 original | 175mg/m2 F 62 ovary Inc 4 20 mg IV v v Hypotension, 3
Chest
discomfort,
flushing
8 original | 80mg/m2 | F 56 breast A 4 X v v Chest 2
6 X v v discomfort
9 original | 80mg/m2 | F 33 breast A 1 10 mg IV v v Chest 2
discomfort
10 generic | 80mg/m2 | F 75 H&N recurrent | 3,4 20 mg IV v v Flushing 2
Chest
discomfort
11 generic | 80mg/m2 F 56 breast v 6,7 5mg IV v Tachypnea 2
flushing
12 generic | 175mg/m2 | F 61 esophag | IV 3,4 20 mg IV v v Flushing 2
us Chest
discomfort
13 generic | 175mg/m2 F 64 breast recurrent 2 20 mg IV 4 v Flushing 2
Chest
discomfort
14 generic | 175mg/m2 M 57 H&N v 1 20 mg IV Bronchospasm 3
Chest pain
15 generic | 175mg/m2 69 ovary IV 20 mg IV v v Flushing
16 generic | 175mg/m2 66 cup v 20 mg IV v v Chill, flushing
Abdominal
pain

drupladunnigaiinujiseuiemvun 10 518 nERlasuemMsvun 130 AU An

Jugtinisainsfinuizewieladunnealulsmeuiagmansal Sevaz 7.7 lnegUaei

lasueiinsukuy (Taxotere) WARURATEINISUIEY 9 578 91nTIlASUBIMINNA 66 518 AR

Jufewaz 13.6 uarlunguenandy wuujisennisuien 1 518 91nvianun 64 518 Andu
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Jewar 1.6 WeuUfisunsuiervesisaassiinudseuiisuiu lnsldatfvuulaauais

o w a

! ! U 1 ISIY a 1 a =
NUILANH NN UBY WHUYFAIALYNINE AR (AN p = 0.017) ANNIILALLBYATUANNTIN 9

M990 9 TgazidenvasUlsiinu)isensuneianeladunniea

Patient drug dose sex age cancer stage Cycle dexamethasone H2 ranitidine symptoms Reaction
No. No. blocker grade
1 original | 75mg/m2 | F 46 | breast B 1 10 mg IV v v Chest pain 2
2 original | 60meg/m2 | F 50 | breast A 2 10 mg IV 4 v Chest pain, 2
dyspnea
3 original | 75mg/m2 F 67 breast 2 10 mg IV v v Chest pain, 2
flushing
i original | 60mg/m2 | F 61 | NSCLC Y 3 10 mg IV v v Chest pain, 2
4 10 mg IV 4 v flushing
5 original | 60mg/m2 | F 72 | breast I 1 20 mg IV 4 v Flushing, 2
back pain
6 original | 60mg/m2 | M 74 | NSCLC Y 3 10 mg IV v v Flushing, 2
10 mg IV v v dyspnea
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- Stop eniimasliviud
- Check Vital signs (BP, PR, RR Sat O2)
- Uszdiuusin IV site

Waon

USULOU arm chair

NATUNEBLFBY stetcher

On O2 canular or mask with bag
(Keep O, Sat > 95%)

EY No

a2
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l Yes
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Case Record Form

Patient information
Age: years
Gender: O male O female

BP: mmHg, BT °C, PR /min, RR /min

Weight : kg  Height: cm BMI :
Performance status : O 0 01 02 03 04

Comorbidities : O none

Serial Number :

O asthma O allergy O autoimmune disease O pulmonary disease
O cardiac disease O others
Diagnosis :

Food/drugs allergy : O no Ovyes

Specified :

Cancer Treatment

Cancer : ,T_N__M__ stage

Previous treatment :

chemotherapy : regimen 1. X cycles (last
2. X cycles (last
3. X cycles (last
Previous hypersensitivity : O Yes O No

Date of C1 Taxane chemotherapy :

Premedication
O Dexamethasone mg IV
O Dexamethasone (5) PO : date
O Benadryl (25) 1 tab PO
O ranitidine 50 mg IV

O CPM

O others

a3



Drugs
regimen :
O Paclitaxel : O Taxol O Intaxel O Anzatax
dose mg ( mg/m2)
O Docetaxel : O Taxotere O Daxotel
dose mg ( mg/m?2)
Hypersensitivity Reaction O No O Yes
O Flushing O Hypertension O Chest pain O Angioedema
O Urticaria O Hypotension O Back pain
O Rash O Dyspnea O Abdominal pain
O Diaphoresis O Tachycardia o other
Management

O hold chemotherapy duration :

O discontinue chemotherapy

O medication : 1.

min, dffsaanisudien

Result : O successful infusion in

O discontinue infusion

ufsenisufien

Follow up hypersensitivity reaction

C2date_ O No
C3date__~  ONo
Cddate_~  ONo
C5date_~  ONo
C6date_ O No

Additional premedication

O Yes

O Yes

O Yes

O Yes

O Yes

C7date____
C8date_
C9date_
Cl0date_
Clldate_

C12 date

O No

O No

O No

O No

O No

O No

O Yes

O Yes

O Yes

O Yes

O Yes

O Yes

Symptoms

aq
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Eastern Cooperative Oncology Group (ECOG) performance status scale

ECOG Scale

Performance Status

0

Fully active, able to carry out all pre-

disease performance without restriction

Restricted in physically strenuous
activity, but ambulatory and able to
carry

out work of a light or sedentary nature,

e.g. light house work, office work

Ambulatory and capable of all selfcare,
but unable to carry out any work
activities. Up and about more than 50%

of waking hours

Capable of only limited selfcare,
confined to bed or chair more than 50%
of

waking hours

Completely disabled. Cannot carry out
any selfcare. Totally confined to bed or

chair

Dead
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