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TAGRISSO 40mq film-coated tablets

TAGRISSO 80mq film-coated tablets

120907
TAGRISSO 40 mg tablets
Each tablet contains osimertinib 40mg (equivalent to 47.7mg of osimertinib mesylate)
TAGRISSO 80 mg tablets
Each tablet contains osimertinib 80mg (equivalent to 95.4mg of osimertinib mesylate)
SN

TAGRISSO is indicated as adjuvant therapy after tumor resection in adult patients with non-small cell
lung cancer (NSCLC) whose tumors have epidermal growth factor receptor (EGFR) exon 19 deletions or

exon 21 L858R mutations.

Tagrisso as monotherapy is indicated for:

- the first-line treatment of adult patients with locally advanced or metastatic non-small cell lung cancer
(NSCLC) with activating epidermal growth factor receptor (EGFR) mutations.

- the treatment of adult patients with locally advanced or metastatic EGFR T790M mutation-positive
NSCLC.
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4.4 Special warnings and precautions for use

Assessment of EGFR mutation status

When considering the use of TAGRISSO as adjuvant treatment after complete tumour resection in

patients with NSCLC, it is important that the EGFR mutation positive status (exon 19 deletions

(Ex19del) or exon 21 L858R substitution mutations (L858R)) indicates treatment eligibility. A

validated test should be performed in a clinical laboratory using tumour tissue DNA from biopsy or

surgical specimen.

When considering the use of TAGRISSO as a treatment for locally advanced or metastatic NSCLC, it is
important that the EGFR mutation positive status is determined. A validated test should be performed
using either tumour DNA derived from a tissue sample or circulating tumour DNA (ctDNA) obtained from a

plasma sample.

Positive determination of EGFR mutation status (activating EGFR mutations for first-line treatment or

T790M mutations following progression on or after EGFR TKI therapy) using either a tissue-based or

plasma-based test indicates eligibility for treatment with TAGRISSO. However, if a plasma-based ctDNA
test is used and the result is negative, it is advisable to follow-up with a tissue test wherever possible due

to the potential for false negative results using a plasma-based test.

Only robust, reliable and sensitive tests with demonstrated utility for the determination of EGFR

mutation status should be used.

Interstitial lung disease (ILD)




InterstiialH-ung-Disease {ILDj or ILD-like adverse reactions {e-g—preumenitis}-were reported in 3.7% and
were-fataHn-03%-of the 1479 patients who received TAGRISSO in the ADAURA, FLAURA and AURA

studies.;-¢linical—studies. Five fatal cases were reported in the locally advanced or metastatic setting. No

fatal cases were reported in the adjuvant setting. The incidence of ILD was 10.49% in patients of

Japanese ethnicity, 1.86% in patients of Asian ethnicity and 2.85% in non-Asian patients. (See Section

4.8).

QTc interval prolongation

QTc interval prolongation occurs in patients treated with TAGRISSO. QTc interval prolongation may lead

to an increased risk for ventricular tachyarrhythmias (e.g. torsade de pointes) or sudden death.

No arrhythmic events were reported in ADAURA, FLAURA or AURA studies Ofthe1479-patients-treated
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Changes in cardiac contractility

Across clinical trials, Left Ventricular Ejection Fraction (LVEF) decreases greater than or equal to 10

percentage points and a drop to less than 50% occurred in 3.2% (40/1233) of patients treated

with TAGRISSO who had baseline and at least one follow-up LVEF assessment. In patients with

cardiac risk factors and those with conditions that can affect LVEF, cardiac monitoring, including an

assessment of LVEF at baseline and during treatment, should be considered. In patients who develop

relevant cardiac signs/symptoms during treatment, cardiac monitoring including LVEF assessment
should be considered. In an adjuvant placebo controlled trial (ADAURA), 1.6% (5/312) of patients
treated with TAGRISSO and 1.5% (5/331) of patients treated with placebo experienced LVEF
decreases greater than or equal to 10 percentage points and a drop to less than 50%.cardiomyopathy




4.8 Undesirable effects

Summary of the safety profile

Most adverse reactions were Grade 1 or 2 in severity. The most commonly reported adverse drug

reactions (ADRs) were diarrhoea (4947 %), and-rash (4745%), paronychia (33%), dry skin (32%), and
stomatitis (24%). Grade 3 and Grade 4 adverse reactions -across beth-the studies were 9-#10% and
0.91%, respectively. In patients treated with TAGRISSO 80 mg once daily, dose reductions due to
adverse reactions occurred in 2:-43.4% of the patients. Discontinuation due to adverse reactions was
4.38%.

Tabulated list of adverse reactions

Table 2. Adverse reactions reported in ADAURA, FLAURA and AURA studies?®

CIOMS descriptor/ Frequency of
MedDRA SOC MedDRA term
overall frequency (all CTCAE CTCAE grade 3 or
grades) b higher!
Metabolism and
- Decreased appetite Very common (19%) 1.1%
nutrition disorders
Epistaxis Common (5%) 0
Respiratory, thoracic
and mediastinal disorders 1.51%
. (s]
Interstitial lung diseasec Common (3.97%)¢ -
Diarrhoea Very common (4947 %) 1.24%)
Gastrointestinal disorders — —
Stomatitise Very common (2624 %) 0.25%
Eye disorders KeratitiseKeratitisf Uncommon (0.7%) 0.1%
RashRash¢ Very common (4745%) 0.97%
Paronychiah e Very common (33%) 0.44%
Dry skiniParenyehiah Very common (3432%) 0.31%
Skin and Pruritus'Pruritus) Very common (17%) 0.1%
subcutaneous tissue Alopecia Common (4.6%) 0
disorders .
Urticaria Common (1.9%) 0.1%
Palmar-plantar
erythrodysaesthesia Common (1.7%) 0




syndrome

Erythema
muatifermeimultiformek Uncommon (0.35%) 0%
Stevens-Johnseon
syndremekCutaneous
Vasculitis' Uncommon (0.3%)Rare{6-02%} 0
Stevens-Johnson Rare (0.02%)Uneommon {9-26%)
Syndrome™ Cutaneeus 0
Vaseulitis!
Investigations QTc interval Uncommon (0.98%)
prolengatien™prolongationn -
(findings based on
test results presented Leucocytes decreasedOﬂ Very common (5465%) 1.62%
as CTCAE grade Platelet count decreased
shifts)
Lymphocytes decreased °© 456.19
Leucoeytes-deereased? Very common (6862%)
Platelet count decreased ° 721.29
Lymphocytes-decreased" Very common (6#53%)
Neutrophils decreased n° Very common (3533%) 4-43.29
Blood creatinine 0
increased° Common (9%)

aData is pooled eumutative-from ADAURA, FLAURA and AURA (AURAS3, AURAex, AURA 2 and AURA1) studies; only events for

patients receiving at least one dose of TAGRISSO as their randomised treatment are summarized.

bNational Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.

cIncludes eases-reperted-within-the-clustered-terms: finterstitial lung disease and pneumonitis.
d5 CTCAE grade 5 events (fatal) were reported.

eIncludes: mouth ulceration, stomatitis.eases-reperted-within-the-elustered-terms:

fIncludes: corneal epithelium defect, corneal erosion, Kkeratitis, punctate keratitis;-cerneatl-erosion;-corneat-epithelium-defeet.

neludesvincludesecasesreported-within-the-clustered-termsforrash-AEs: acne, dermatitis, dermatitis acneiform, drug eruption,
erythema, folliculitis, pustule, rash, rash erythematous, rash follicular,Rash, rash generalised, rash-erythematous; rash macular,

rash maculo-papular, rash papular, rash pustular, rash pruritic, rash vesicular, rash-fellicular-erythema;folliculitis,-acne-dermatitis;

dermatitis-aeneiform;-drug-eruption;-skin erosion.

shheludes-"Includeseasesreperted-within-the-elustered-terms: nail bed disorder, nail bed infection, nail bed inflammation, nail

discolouration, nail disorder, nail dystrophy, nail infection, nail pigmentation, nail ridging, nail toxicity, onychalgia, onychoclasis,

onycholysis, onychomadesis, onychomalacia, paronychiaBry-skin-skin-fissures;xerosis;-eczema, xeroderma-




iIncludes: dry skin, eczema, skin fissures, xeroderma, xerosis.
includes-eases+eperted-within-the-elustered-terms: eyelid pruritus, pruritus, pruritus generalised;-eyelid-pruritus.
iFeurkFive of the +142-1479 patients in the ADAURA, AURA and FLAURA studies reported erythema multiforme. Post-marketing

reports of erythema multiforme have also been received, including 7 reports from a post-marketing surveillance study (N=3578).

kOne-'Estimated frequency. The upper limit of the 95% ClI for the point estimate is 3/1142 (0.3%)event-was-reperted-in-a-pest-

M eting dv nd-thefreauenev-has-been-de wved-from-the AURA ard-AURA die A

'Estimated-"One event was reported in a post-marketing study, and the frequency has been derived from the ADAURA, FLAURA
and AURA studies and the post-marketing study (N=5057).frequeney—The-upperlimit-of-the-95%-Cl-for-the-point-estimateis-3/4142
{0:26%).

mRepresents"Represents the incidence of patients who had a QTcF prolongation >500msec.

"Represents—°Represents the incidence of laboratory findings, not of reported adverse events.




Description of selected adverse reactions

Interstitial lung disease (ILD)

In the ADAURA, FLAURA and AURA studies, the incidence of ILD was 4+6-411% in patients of Japanese
ethnicity, 1.86% in patients of non-Japanese Asian ethnicity and 2.85% in non-Asian patients. The

median time to onset of ILD or ILD-like adverse reactions was 85-84 days (see section 4.4).

QTc interval prolongation

Of the 4442-1479 patients in ADAURA, FLAURA and AURA studies treated with TAGRISSO 80 mg,
0.98% of patients (n=4612) were found to have a QTc greater than 500 msec, and 3.61% of patients
(n=4146) had an increase from baseline QTc greater than 60 msec. A
pharmacokinetic/pharmacodynamic analysis with TAGRISSO predicted a concentration dependent
increase in QTc interval prolongation. No QTc-related arrhythmias were reported in the ADAURA,

FLAURA or AURA studies (see sections 4.4 and 5.1).

Gastrointestinal effects

In the ADAURA, FLAURA and AURA studies, diarrhoea was reported in 4947% of patients of which

3938% were Grade 1 events, 8:67.9% Grade 2 and 1.24% were Grade 3; no Grade 4 or 5 events were
reported. Dose reduction was required in 0.23% of patients and dose interruption in +42%. ©re-Four
events (0.43%) led to discontinuation. In ADAURA, FLAURA and AURA3 the median time to onset was

22 days, 19 days and 22 days, respectively, and the median duration of the Grade 2 events was 11 days,

19 days and 6 days, respectively.




Adverse Reaction TAGRISSO PLACEBO
(N=337) (N=343)
All Grades Grade 3 or ,-\.* Grades Grade 3 or
(%) higher” (%) higher’
(%) (%)
Gastrointestinal Disorders
Diarrhea’ 47 24 20 03
Stomatitis- 32 18 7 0
Abdomunal Pain™ 12 03 7 0
Skin Disorders
Rash’ 40 0.6 19 0
Nail toxscity’ 37 09 38 0
Dry skin®® 29 0.3 7 0
Prunitus® 19 0 9 0
Respiratory, Thoracic and Mediastinal Disorders
Coughb 19 0 19 0
Musculoskeletal and Connective Tissue Disorders
Musculoskeletal Pain 7' I 18 I 03 25 I 0.3
Infection and Infestation Disorders
Nasopharyngitis 14 0 10 0
Upper resprratory tract infection 13 0.6 10 0




Adverse Reaction TAGRISSO PLACEBO
(N=337) (N=343)
All Grades Grade 3 or All Grades Grade 3 or
(%) higher’ (%) higher’

(%) (%)
Uninary Tract Infection’ 10 03 7 0
General Disorders and Administration Site Conditions
Fatigue® 13 0.6 9 03
Nervous System Disorders
Dizziness = 10 0 B 0
Metabolism and Nutrition Disorders
Decreased appetite I 13 06 38 0




TAGRISSO PLACEBO
(N=3317) (N=343)
Laboratory Abnormality ™’
All Grades Grade 3 or All Grades Grade 3 or
(%0) Grade 4 (%) (%) Grade 4

(%)

Hematology

Leukopenia 54 0 25 0

Thrombocytopenia 47 0 7 03

Lymphopenia 4 34 14 09

Anenua 30 0 12 03

Neutropema 26 06 10 03

Chemistry

Elderly
In ADAURA, FLAURA and AURA3 (N=1479), 43% of patients were 65 years of age and older and +312%

were 75 years of age and older. Compared with younger subjects (<65), more subjects =65 years old

reported adverse reactions that led to study drug dose modifications (interruptions or reductions)

(#4-316% versus 8:49%). The types of adverse events reported were similar regardless of age. Older




patients reported more Grade 3 or higher adverse reactions compared to younger patients (+8-513%
versus +18%). No overall differences in efficacy were observed between these subjects and younger
subjects. A consistent pattern in safety and efficacy results was observed in the analysis of AURA Phase

2 studies.

Low body weight

Patients receiving TAGRISSO 80 mg with low body weight (<50 kg) reported higher frequencies of Grade
23 adverse events (5246% versus 3531%) and QTc prolongation (+412% versus 45%) than patients with
higher body weight (=50 kg).

Clinical efficacy and safety

Adjuvant Treatment of Early-Stage-EGFR Mutation-Positive Non-Small Cell Lung
Cancer (NSCLC), with or without prior adjuvant chemotherapy - ADAURA

The efficacy and safety of TAGRISSO was-demonstratedin-arandomized;-double-blind;

placebe-eontrelled-tHaHABAURAINGT02511406])-for the adjuvant treatment of patients with
EGFR exen49-deletions-orexeon2+858R-mutation-positive (Ex19del or LB58R) NSCLC who

have had complete tumor resection, with or without prior adjuvant chemotherapy was

demonstrated in a randomised, double-blind, placebo-controlled study (ADAURA).

Eligible patients with resectable tumors {stage IB - IllIA (according to American Joint

Commission on Cancer [AJCC] 7+ edition) were required to have EGFR mutations (Ex19del or
L858R),predeminantly-nen-squameus-histology
and-EGFR-exon19-deletions-orexon241858R-mutations identified prespectivelyfrom-tumer
tissue-ina-centraHaberatery-by the cobase EGFR Mutation Test performed prospectively using
biopsy or surgical specimen in a central laboratory.

Patients were randomised 1:1 to receive TAGRISSO (n=339, 80 mg orally once daily) or

placebo (n=343) following recovery from surgery and standard adjuvant chemotherapy where

given. Patients not receiving adjuvant chemotherapy were randomised within 10 weeks and

patients receiving adjuvant chemotherapy within 26 weeks following surgery. Randomisation

was stratified by EGFR mutation type (Ex19del or L858R), ethnicity (Asian or non-Asian) and

staging based on percutaneous transthoracic needle biopsy (pTNM) (IB or Il or IllA) according

to AJCC 7t edition. Treatment was given until disease recurrence, unacceptable toxicity, or for

3 years.
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The major efficacy outcome measure was disease-free survival (DFS) by investigator

assessment in the stage Il-IlIA population. DFS by investigator assessment in the stage I1B-IIIA

population (overall population) was an additional efficacy outcome measure. Other additional

efficacy outcome measures included DFS rate, overall survival (OS), OS rate, and time to
deterioration in health-related quality of life (HRQoL) SF-36.

The baseline demographic and disease characteristics of the overall population were: median

age 63 years (range 30-86 years), 275 years old (11%), female (70%), Asian (64%), never
smokers (72%), World Health Organization (WHO) performance status of 0 (64%) or 1 (36%),
stage IB (31%), stage Il (34%), and llIA (35%). With regards to EGFR mutation status 55% were

exon 19 deletions and 45% were exon 21 L858R substitution mutations; 9 patients (1%) also

had a concurrent de novo T790M mutation. The majority (60%) of patients received adjuvant
chemotherapy prior to randomization (26% 1B; 71% IIA; 73% 11B; 80% IlIIA). At the time of the

data cut-off, 205 (61%) patients were still on active treatment; of the 73 (11%) patients who had

the opportunity to complete the 3-year treatment period, 40 (12%) were in the osimertinib arm

and 33 (10%) in the placebo arm.

There were 37 patients who had disease recurrence on TAGRISSO. The most commonly

reported sites of recurrence were: lung (19 patients); lymph nodes (10 patients) and CNS (5

patients). There were 157 patients who had disease recurrence on placebo. The most

commonly reported sites were: lung (61 patients); lymph nodes (48 patients) and CNS (34

patients).

ADAURA demonstrated a statistically significant reduction in the risk of disease recurrence or

death for patients treated with TAGRISSO compared to patients treated with placebo in the

stage II-IllA population. Similar results were observed in the stage IB-IIIA population. Overall

survival (OS) data were not mature at the time of DFS analysis. Efficacy results from ADAURA

by investigator assessment are summarised in Table 3.Patients-with-clinically-significant

O D/nReumon orwho raceived-traatmen
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Table 53. Efficacy Results from ADAURAiRr-Stage-H-iHA-Patients by Investigator Assessment

STAGE II-IIIA POPULATION | STAGE IB-IILA POPULATION

Efficacy Parameter TAGRISSO PLACEBO TAGRISSO PLACEBO
(N=233) (N=237) (N=339) (N=343)

DFS events (%) 26 (11) 130 (55) 37 (11) 159 (46)
Recurrent disease (%) 26 (11) 129 (54) 37(11) 157 (46)
Deaths (%) 0 1(04) 0 2(0.6)
Median DFS. months NR (388.NE) | 19.6(16.6.245) | NR(NE.NE) | 27.5(22.0,350)
(95% CT)

Hazard ratio (95% CI) 724§

0.17(0.12, 0.23)

0.20(0.15.0.27)

p-value!

<0.0001

<0.0001
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Stage II-11l1A population Stage IB-IIlA population
Efficacy Parameter TAGRISSO Placebo (N=237) TAGRISSO Placebo (N=343)
(N=233) (N=339)
Disease-Free Survival
Number of events (%) 26 (11) 130 (55) 37.(11) 159 (46)
Recurrent disease (%) 26 (11) 129 (54) 37 (11) 157 (46)
Deaths (%) 0 1(0.4) 0 2(0.6)
Median, months (95% CI) NC (38.8, NC) | 19.6 (16.6,24.5) | NC (NC,NC) | 27.5(22.0, 35.0)
0, - P
HR (99.06% Cl); P 0.17 (0.11, 0.26); <0.0001 0.20 (0.14, 0.30); <0.0001
value
DFS rate at 12 months (%) 97 (94, 99) 61 (54, 67) 97 (95, 99) 69 (63, 73)
(95% ClI)
DFS rate at 24 months (%) 90 (84, 93) 44 (37, 51) 89 (85, 92) 52 (46, 58)
(95% ClI)
DFS rate at 36 months (%) 78 (65, 87) 28 (19, 38) 79 (69, 86) 40 (32, 48)
(95% Cl)e.d

HR=Hazard Ratio; Cl=Confidence Interval; NC=Not Calculable

DFS results based on investigator assessment

A HR< 1 favours TAGRISSO

Median follow-up time for DFS was 22.1 months for patients receiving TAGRISSO, 14.9 months for patients receiving

placebo (stage II-1lIA population) and 16.6 months for patients receiving placebo (stage IB-IlIA population).

a Adjusted for an interim analysis (33% maturity) a p-value < 0.0094 was required to achieve statistical significance.

b Adjusted for an interim analysis (29% maturity) a p-value <0.0088 was required to achieve statistical significance.

¢The number of patients at risk at 36 months was 18 patients in the osimertinib arm and 9 patients in the placebo arm

(stage II-IlIA population).

d The number of patients at risk at 36 months was 27 patients in the osimertinib arm and 20 patients in the placebo
arm (stage IB-IlIA population).Gl=Cenfidenee-tnterval-NE=Not-Estimable: NR=Neot-Reached

h o (A A\ non-A N M an Qde
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Figure 1. Kaplan-Meier curve of disease-free survival in stage II-1lIA patients{overalt
population)-by Investigator Assessment in-ADAURA
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Probability of Disease-Free Survival

TAGREED

Mumber at risk
TAGRISSD =37 137
Placebo

Time from randomization {months)

TAGRISSO (N=233)
Madian NC

Placebo (N=237)
Meadian 18.6 months

Hazard Ratio = 0.17
59.06% CI (0.11, 0.26)

P-value <0.0001

+ Censored patients.

The values at the base of the figure indicate number of subjects at risk.

MC = Not Calculable.

Figure 2. Kaplan-Meier curve of Disease-Free Survival in stage IB-IlIA (overall population)

patients by investigator assessment
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Probability of Disease-Free Survival

TAGRISSO [N=339)
Median NC

Placebo [N=343)
Median 27.5 months

Hazard Ratio = 0.20
©0.12% €| (0.14, 0.30)

P-value <0.0001

TAGRISSO
-—- PRC=DD
1.0
T T T
n Il

Wumber at risk
TAGRISSO 315 311 272 208 138
Placebo 343 za? z07 148

T

Time from randomisation {months)

+ Censored patients.
The values at the base of the figure indicate number of subjects at risk.
NC = Mot Calculabla.
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The DFS benefit of TAGRISSO compared to placebo was consistent across all predefined

subgroups analysed, including ethnicity, age, gender, and EGFR mutation type (Ex19Del or
L858R).

An exploratory analysis of CNS DFS (time to CNS recurrence or death) for patients on
TAGRISSO compared to patients on placebo showed a HR of 0.18 (95% CI: 0.10, 0.33; p
<0.0001) for the overall population (stage IB-IIIA).

Patient Reported Outcomes
Health-related quality of life (HRQL) in ADAURA was assessed using the Short Form (36)

Health Survey version 2 (SF-36v2) questionnaire. SF-36v2 was administered at 12 weeks, 24

weeks and then every 24 weeks relative to randomisation until treatment completion or

discontinuation. Overall, HRQL was maintained in both arms up to 30 months, with at least 70%

of patients in the stage II-lIllIA population not experiencing a clinically meaningful deterioration in
the physical component of the SF-36 or death (70% vs 76% for TAGRISSO vs placebo), orin

the mental component of the SF-36 or death (70% vs 71% for TAGRISSO vs placebo).tran

Based on in vitro studies; osimertinib is a substrate of P-gp and BCRP; but at clinical doses, clinically

relevant interactions are is unlikely-+toresultin-clinically-relevant-drug-interactions-with-active-substanees
by-osimertinib-atthe-¢linical-doses. Based on in vifro data, osimertinib is an inhibitor of BCRP and P-gp.

(See section 4.5).

Special populations

Renal impairment

In a clinical trial, patients with severe renal impairment (CLcr 15 to less than 30 mL/min; n=7)

compared to patients with normal renal function (CLcr greater than or equal to 90 mL/min; n=8) after

a single 80 mg oral dose of TAGRISSO showed a 1.85-fold increase in AUC (90% CI; 0.94, 3.64)

and a 1.19-fold increase in Cmax (90% CI: 0.69, 2.07). Furthermore, A-pharmacokinetic-study-in-patients
with-renratimpairmenthas-netbeen-conductedBased-based on a population pharmacokinetic analysis of

17




593 patients with mild renal impairment (CLcr 60 to less than 90 mL/min), 254 patients with moderate
renal impairment (CLcr 30 to less< than 60 mL/min),5 patients with severe renal impairment (CLcr 15 to

less< than 30 mL/min) and 502 patients with normal renal function (greater than or equal to 90 mL/min),

osimertinib exposures were similar. Severe+enal-impairmentmay-influence-the-elimination-of-hepatically
eliminated-medicinal-produets—Patients with CLcr less than or equal to 4510 mL/min were not included in

the clinical trials

5.3 Preclinical safety data

~ares s and :

Osimertinib did not cause genetic damage in /n vifro and /n vivo assays. Osimertinib showed no

carcinogenic potential when administered orally to Tg rasH2 transgenic mice for 26 weeksOsimertinib

IRIT 19D Powa P 0TV
:OX 1T NONNNA WNNPN NNK XD TN X911Y 190
NN W1 ¥ ,NTN2 NN 101N ,11NND NZANN ,NNINNND ,N1NYTO X2 INNIMMNN Y Nnyo Y e
950
.NMXOQ DM X NINTTR DY, 00 MaXD KD MRt ,mMynmiT 0Ny NNON NNX DX @

"NXnY myon .4

TN MON™NN NA™NNN "KNY NMySIN

3|3|||53|5I3i3|i(?§5 |w3i|aa)35)ﬂy&9—ﬂ%ﬁﬂﬂ—ﬂ%%+ﬁﬂ%%ﬂ—mﬂ-ﬂ—ﬂ%ﬁ4’4ﬁq—a%, °
(Brpmenra 100y Sy o R RS RPN N RySR{(Erthemamultiferme-

MNNX "KM Myo9In

(NNwyn TNX wnnwnn 1N Sy NMy*swn) TIXN NMNMDY "KM My n

.(DP0PUNMLD) ND2 0" NIKITN IR NON YO5NMA NP PINOY NPYT e
AN TAK e

((Mwyn TNX wnnwnn Ty Sy My swn) MNY "RM2 NMyo9In

18




DNITX IX DTN NN DY ,11YN M9 YV DN ,DY TN DAND — (NMproIk) NHN e
AT XNMY NYDINA 1°"N2AN NNK OX XO1MN DX YTD 0 .0N7K¥2 01

(100 1:n 1 Tya my oy NMyoin) MNDY 1KY K1Y Ny9IN
5V TynY %15Y) Nyaou N1 My*omnn MMy NN D1NY ,NN0N DNNIY¥ D' .
(Erythema multiforme n*nx-21 nNTX

227 N1O T 7V 0'05TIN 072177 N1 ,NINMAN TIWN TNXAY NISINNN 12X 0'N01ISN D1I7VN
.nIwnn

,2A7 T2
?7'7100 NIX

NN nnpn
n"ya (7xWr) NPITNNVOKR

X210 192 ,1 y71 "'ny ,n"ya (7XWr) npaThLvoN
09-7406527 opo 0732226099 1970

19



